PATENT C00PERA1 N TRtATY 

From the INTERNATIONAL BUREAU 



EO/US 
PCT/J POO/06376 



PCT 


To: 


NOTIFICATION OF ELECTION 
(PCT Rule 61.2) 


US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

201 1 South Clark Place Room 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing: 

29 March 2001 (29.03.01) 




International application No.: 

PCT/JP00/06376 


Applicant's or agent's file reference: 
2651 WO0P 


International filing date: 

19 September 2000 (19.09.00) 


Priority date: 

20 September 1999 (20.09.99) 


Applicant: 

KATO, Kaneyoshi et a! 



1. The designated Office is hereby notified of its election made: 

| X| in the demand fifed with the International preliminary Examining Authority on: 

28 November 2000 (28.1 1 .00) 



Q in a not ' ce e ff ectin 9 later election filed with the International Bureau on: 



2. The election | X | was 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer: 




The International Bureau of WIPO 




34, chemin des Colombettes 






1211 Geneva 20, Switzerland 


J. Zahra 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22)338.83.38 




Form PCT/1B/331 (July 1992) 




3912402 



PCT 

REQUEST 

The undersigned requests that the present I 

international application be processed 
according to the Patent Cooperation Treaty. 


International Application No. 


International Filing Date 


Name of receiving Office and "PCT International Application" 




Applicant's or agent's file reference 

(if desired) (12 characters maximum) 2651WO0P 


Box No. I TITLE OF INVENTION 
MCH ANTAGONISTS 


Box No. II APPLICANT 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. -The country of the 
address indicatedin this Box is the applicant s State (that is, country) of residence if no State 
of residence is indicated below.) 

TAKEDA CHEMICAL INDUSTRIES, LTD. 

1-1, Doshomachi 4-chome, Chuo-ku, Osaka-shi, 
OSAKA 541-0045 JAPAN 


| | This person is also inventor. 
Telephone No. 

Facsimile No. 

Teleprinter No. 


State (that is, country) of nationality: 

Japan 


State (that is, country) of residence: 

Japan 


pis person is applicant | | all designated r— 1 ail designated States except | 1 the United States | 1 the States indicated in 

for the purposes of: 1 1 States LU *e United States of America [ I of America only 1 | the Sup^emenSj Bo" 


Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of countrv. The country of the 
address indicatedin this Box is the applicant 's St ate (that is, country) of residence if no State 
of residence is indicated below.) 

KATO Kaneyoshi 

2-40, Maruyamadai 2-chome, Kawanishi-shi, 
HY0G0 666-0152 JAPAN 


This person is: 

| | applicant only 

| v | applicant and inventor 

| | inventor only (If this check-box 
^ is marked, do not fill in below.) 


State (that is, country) of nationality: 

Japan 


State (that is, country) of residence: 

Japan 


This person is applicant 1 1 all designated | | all designated States except [— | the United States I 1 the States indicated in 

for the purposes of: 1 1 States 1 1 the United States of Amenca l__l of America only I J th* Supplemental Rox 


f ^ 1 Further applicants and/or (further) inventors are indicated on a continuation sheet 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf 1 — | i 1 

of the applicant(s) before the competent International Authorities as: LH agcnt 1 1 common representative 


Name and address: (Family namefollowed by given name; for a legal entity, full official 
designation. The address must incl ude postal code and name of country.) 

Patent Attorney, Registered No. 11404, TAKAHASHI Shuichi 
Patent Attorney, Registered No. 11045, UCHIYAMA Tsutomu 

c/o Osaka Plant of TAKEDA CHEMICAL INDUSTRIES, LTD 
17-85, Jusohonmachi 2-chome, Yodogawa-ku, Osaka-shi, 
OSAKA 532-0024 JAPAN 


Telephone No. 

03-3278-2235 

Facsimile No. 

03-3278-2222 

Teleprinter No. 


I 1 Address for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
L_J space above is used instead to indicate a special address to which correspondence should be sent. 



Form PCT/RO/101 (first sheet) (July 1998) See Notes to the request form 



PCT 

REQUEST 

The undersigned requests that the present 
international application be processed 
according to the Patent Cooperation Treaty. 


International Application No. 


International Filing Date 


Name of receiving Office and "PCT International Application" 




Applicant's or agent's file reference 

(if desired) (12 characters maximum) 2651WO0P 


Box No. I TITLE OF INVENTION 
MCH ANTAGONISTS 


Box No. II APPLICANT 


Name and address: (Family name followed by given name: for a legal entity, full official 
designation. The address must include postaic ode and name of country. -The country of the 
address indicatedin this Box is the applicant sState (that is, country) of residence if no State 
of residence is indicated below.) 

TAKEDA CHEMICAL INDUSTRIES, LTD. 

1-1, Doshomachi 4-chome, Chuo-ku, Osaka-shi, . 
OSAKA 541-0045 JAPAN 


f | This person is also inventor. 
Telephone No. 

Facsimile No. 

Teleprinter No. 


State (that is, country) of nationality: 

Japan 


State (that is, country) of residence: 

Japan 


This person is applicant | | all designated r— i all designated States except | | the United States I 1 the States indicated in 

for the purposes of: 1 1 States [ZJ the United States of America | | of America only [ J the Supplemental Box 


Box No. til FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicatedin this Box is the applicant sState (that is, country) of residence if no State 
of residence is indicated below.) 

KATO Kaneyoshi 

2-40, Maruyamadai 2-chome, Kawanishi-shi, 
HYOGO 666-0152 JAPAN 


This person is: 

| | applicant only 

| v | applicant and inventor 

inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

Japan , 


State (that is, country) of residence: 

Japan 


This person is applicant 1 | all designated 1 I all designated States except r^I the United States | 1 the States indicated in 

for the purposes of: 1 1 States 1 1 the United States of America L_J of America only LJ the Supplemental Box 


1 ^ 1 Further applicants and/or (further) inventors are indicated on a continuation sheet 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


The person identified below is hereby/has been appointed to act on behalf 1 — | „ r— i 

of the applicant(s) before the competent International Authorities as: LU a 6 ent | | common representative 


Name and address: (Family namefollowed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country.) 

Patent Attorney, Registered No. 11404, TAKAHASHI Shuichi 
Patent Attorney, Registered No. 11045, UCHIYAMA Tsutomu 

c/o Osaka Plant of TAKEDA CHEMICAL INDUSTRIES, LTD 
17-85, Jusohonmachi 2-chome, Yodogawa-ku, Osaka-shi, 
OSAKA 532-0024 JAPAN 


Telephone No. 

03-3278-2235 

Facsimile No. 

03-3278-2222 

Teleprinter No. 


| 1 Address for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
I 1 space above is used instead to indicate a special address to which correspondence should be sent. 



Form PCT/RO/l 01 (first sheet) (July 1998) See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


If none of the following sub-boxes is used, this sheet should not be included in the request. 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicatedin this Box is the applicant sState (that is. country) of residence if no State 
of residence is indicated below.) 

MORI Masaaki " 

Takeda Kasuga Haitsu 702, 7-9, Kasuga 1-chome, Tsukuba-shi. 
IBARAKI 305-0821 JAPAN 


This person is: 

j | applicant only 

| v | applicant and inventor 

| | inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

Japan 


State (that is. country) of residence: 

Japan 


This person is applicant | | all designated 1 1 all designated States except rji the United States | 1 the States indicated in 

for the purposes of: I | States | | the United States of Amenca |_^J of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must inci ude postal code and name of country. The country of the 
address indicated in this Box is the applicant sState (that is, country) of residence if no State 
of residence is indicated below.) 

SUZUKI Nobuhiro 

1077-50, Oaza-yatabe, Tsukuba-shi, IBARAKI 305-0861 JAPAN 


This person is: 

| [ applicant only 

| v | applicant and inventor 

| | inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: . 

Japan 


State (that is. country) of residence: 

Japan 


This person is applicant I | all designated 1 I all designated States except f— i the United States I 1 the States indicated in 

for the purposes of: | | States | | the United States of America L^J of America only |_J the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address must include postal code and name of country. The country of the 
address indicatedin this Box is the applicant sState (that is, country) of residence if no State 
of residence is indicated below.) ' 

SHIMOMURA Yukio 

Takeda Yakuhin Matsushiro Residence 410, 12-1, Matsushiro 
S-chome/Tsukuba-shi, IBARAKI 305-0035 JAPAN 


This person is: 

| | applicant only 

| v | applicant and inventor 

( 1 inventor only (If this check-box 
1 ' is marked, do not fill in below.) 


State (that is, country) of nationality: 

Japan 


State (that is, country) of residence: 

Japan 


This person is applicant | | all designated 1 1 all designated States except f— | the United States | 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of Amenca of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address m ust include postal code and name of country. The country of the 
address indicatedin this Box is the applicant 'sState (that is, country) of residence if no State 
of residence is indicated below.) 

TAKEKAWA Shiro 

Umezono Square B305, 5-3, Umezono 2-chome,Tsukuba-shi, 
IBARAKI ■ 305-0045 JAPAN 


This person is: 

P" J applicant only 

|n^| applicant and inventor 

| | inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 

Japan 


State (that is, country) of residence: 

Japan 


This person is applicant 1 | all designated j 1 all designated States except [— i the United States 1 1 the States indicated in 

for the purposes of: 1 1 States | | the United States of Amenca 1 1 of America only I I the Supplemental Box 


I Further applicants and/or (further) inventors are indicated on another continuation sheet. 



Form PCT/RO/1 01 (continuation sheet) (July 1 998) " See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 


If none of the following sub-boxes is used, this sheet should not be included in the request 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address m ust include postal code and name of country. The country of the 
address indicatedin this Box is the applicant 'sState (that is. country) of reside nee if no State 
of residence is indicated below.) 

CHOH Nobuo 

7-26, Matsushiro : 3-chome, Tsukuba-shi, IBARAKI 305-0035 
JAPAN 


This person is: 

| | applicant only 

| v | applicant and inventor 

f | inventor only (If this check-box 
is marked, do not Jill in below.) 


State (that is. country) of nationality: 

Japan 


State (that is. country) of residence: 

Japan 


This person is applicant i | all designated 1 | ail designated States except r— I the United States ( 1 the States indicated in 

for the purposes of: I | States | | the United States of America L^J of America only LJ the Supplement Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address m ust include postal code and name of country. The country of the 
address indicatedin this Box is the applicant 'sState (that is, country) of residence if no State 
of residence is indicated below.) 


This person is: 

!" [ applicant only 

| | applicant and inventor i 

| | inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 


State (that is, country) of residence: 


This person is applicant | | all designated 1 | all designated States except | 1 the United States | 1 the States indicated in 

for the purposes of: | | States | | the United States of America | | of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address m ust include postal code and name of country. The country of the 
address indicatedin this Box is the applicant 'sState (that is, country) of residence if no State 
of residence is indicated below.) 


This person is: 

| | applicant only 

| 1 applicant and inventor 

| | inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is, country) of nationality: 


State (that is, country) of residence: 


This person is applicant | | all designated 1 | all designated States except | 1 the United States i 1 the States indicated in 

for the purposes of: I | States | | the United States of America | | of America only | | the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official 
designation. The address m ust include postal code and name of country. The country of the 
address indicated in this Box is the applicant 'sState (that is. country) of residence if no State 
of residence is indicated below.) 


This person is: 

| ] applicant only 

| 1 applicant and inventor 

j inventor only (If this check-box 
is marked, do not fill in below.) 


State (that is. country) of nationality: 


State (that is, country) of residence: 


This person is applicant 1 | all designated | | all designated States except 1 1 the United States | 1 the States indicated in 

tor the purposes of: 1 1 States | ( ihe United States of America | | of America only | | the Supplemental Box 


1 Further applicants and/or (further) inventors arc indicated on another continuation sheet. 



Form PCT/RO/1 01 (continuation sheet) (July 1998) " " See Notes to the request form 



Sheet No. 



Box No.V DESIGNATION OF STATES 



The following designations are hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked}: 
Regional Patent 

[3 AP ARIPOPnrcnt: CH Ghana, CM Gambia, KE Kenya, LS Lesotho, JvTvV Malawi.MZ Mozambique, SD Sudan, 

SL Sierra Leone, SZ Swaziland, iTZ United Republic of Tanzania, UG Uganda, ZVYZimbobwc, and any other Sta'tc which 
-a Contracting State of the Harare -Protocol and of the PCT - ■" - - - - 

0 EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of Moldova 
RU Russian Fedcration.TJ Tajikistan, TM Turkmenistan, and any olherS tate which is a Contracting State of the Eurasian Patent 
Convention and of the PCT 

ED EP European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, CY Cyprus, DE Germany 
DK Denmark, ES Spain. FI Finland, FR France, GB United Kinadom, GR Oreece, IE Ireland, IT Italy. LU Luxembourg, 
MC Monaco, NL Netherlands, PTPortugal, SE Sweden, and any other State which is a Contracting State of the European Patent 
Convention and of the PCT 

El OA OAPI Patent: 

GAOabon, GN . f _ 

other State which is a member State of OAPI and a Contracting State of the PCT (ij other kind o] "protection or treatment desirec , 

specify on dotted line) 

Na tlonnl Patent (if other kind of protection or treatment desired, specify on dotted line): 



BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI C6te d'lvoire, CM Cameroon 
f Ouinca, G W Guinea-Bissau, ML Mali, MJR Mauritania, NE Niger, SN Senegal; TD Chad, TG Togo, and any* 



El AE United Arab Emirates 
0- AG Antigua and Barbuda 

E] AL Albania 

PI AM Armenia 

□ AT Austria 

E] AU Australia 

M AZ Azerbaijan 

G3 BA Bosnia and Herzegovina 

[21 BB Barbados 

p| BG Bulgaria 

GO BR Brazil 

GD BY Belarus 

0 BZ Belize 

E] CA Canada Q yZ 

□ CH and LI Switzerland and Liechtenstein EI NO 

ED CN China El NZ 

ED CR Costa Rica EI PL 

E3 CU Cuba . □ PT 

E] CZ Czech Republic g] RO 

□ DE Germany 0 j^jj 

□ DK Denmark □ SD 



E3 LR Liberia 

□ LS Lesotho 

E] LT Lithuania 

□ LU Luxembourg 
EI LV Latvia 

EI MA Morocco 

E3 MD Republic of Moldova 

13 MG Madagascar 

El MK The former Yugoslav Republic of Macedonia 



M DM Dominica 

El DZ Democratic People's Republic of Algeria 

E EE Estonia 

□ ES Spain 

□ FI Finland 

□ GB United Kingdom 
0 CD Grenada 

El GE Georgia 

□ GH Ghana 



0 MN Mongolia 

□ MW Malawi 

El MX Mexico 

Mozambique 
Norway 

New Zealand 

Poland 

Portugal 

Romania 

Russian Federation 

Sudan 
Sweden 
Singapore 

Slovenia , 

Slovakia 

Sierra Leone 

Tajikistan 

Turkmenistan . . *. . 

Turkey 

Trinidad and Tobago 

United Republic of Tanzania 

Ukraine 

Uganda 

United States of America . . 



□ SE 
El SG 

■ ; ED si 

EI SK 

□ SL 

El T J 
El TM 
EI TR 

_ ED TT 

□ CM Gambia Q T2 

0 HR Croatia (7) yj^ 

El HU Hungary □ yrj 

□ 10 Indonesia [21 US 

El IL Israel 

03 IN India OD UZ 

El IS Iceland [j] VN 

El JP Japan 

□ KE Kenya 0 ZA 

El KG Kyrgyzstnn □ ZW 

□ KP Democratic People's Republic of Korea .... Check-boxes reserved 

□ KR Republic of Korea become parry to the PCT 

(2 KZ Kazakhstan . □ 

El LC Saint Lucia □ 

El LK Sri Lanka 

Precautionary Designation Statement: In addition to the designations made above.the applicant also makes under Rule 4\9(b) ail other 
designations which would be permitted under the PCT except any dcsignalion(s) indicated in the Supplemental Box as being excluded 
from the scope of this statement. The applicant declares that those additional designations arc subject to confirmation and that any 
designation which is not confirmed before the expiration of 1 5 months from the priority date is to be regarded as withdrawn by the applicant 
at the expiration of that time limit (Confttvtarion (Iticludingfeej) must reach die receiving Office within the 15-month time limit) 



Uzbekistan . 
Viet Nam . . 
Yugoslovia . 
South Africa 
Zimbabwe . . 



for designating States which 
after issuance of this sheet: 



have 



Form PCT/KO/101 (second sheet) (January 2000) 



See Notes to the request form 



Sheet No. 



Box No. VI PRIORITY CLAIM 



□ 

Further priority claims are indicated in the Supplemental Box 



Filing date 
vi corner application 
( day/month/year) 


Number 
of" earlier anDlication 


Where earlier application is: 


national application: 

rmintrv 


regional application:* 
regional Office 


international application: 
receiving vjilice 


item (1) 

20. 09. 99 


Patent Application 
266278/1999 


Japan 






item (2) 

17. 07. 00 


Patent Application 
221055/2000 


Japan 






item (3) 











The receiving Office is requested to prepare and transmit to the International Bureau a certified copy 
of the earlier application(s) (only if the earlier application was filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as item(s): 

* Where the earlier application is an ARJPO application, it is mandatory to indicate in the Supplemental Box at least one country parry to the Paris 
Convention for the Protection of Industrial Property for which that earlier application was ft lea (Rule 4. I0(b)(ii)). See Supplemental Box. 



(1), (2) 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 



Choice of International Searching Authority (ISA) 

(if two or more International Searching Authorities are 
competent to carry out the international search, indicate 
the Authority chosen; the two-letter code may be used): 

JSA/JP . 



Request to use results of earlier search; reference to that search (if an earlier 
search has been carried out by or requested from the International Searching Authority) 



Date (day/month/year) 



Number 



Country (or regional Office) 



Box No. VIII CHECK LIST; LANGUAGE OF FILING 



This international application contains 
the following number of sheets: 

request : 5 

description (excluding 
sequence listing part) 

claims 

abstract 

drawings 

sequence listing part 
of description 



226 
37 
1 
0 

11 



Total number of sheets 



280 



This international application is accompanied by the item(s) marked below: 

1 . E3 fee calculation sheet . El Revenue stamps for transmittal fee 

2. [3 separate signed power of attorney 

3. 0 copy of general power of attorney; reference number, if any: 

4. □ statement explaining lack of signature 

5- □ priority document(s) identified in Box No. VI as item(s): 

6. □ translation of international application into (language): 

7. □ separate indications concerning deposited microorganism or other biological material 

8. [3 nucleotide and/or amino acid sequence listing in computer readable form 

9. Q other (specify): Statement, Information such as recording form of flexible disk 



Figure of the drawings which 
should accompany the abstract: 


Language of filing of the j 

international application: Japanese 


Box No. IX SIGNATURE OF APPLICANT OR AGENT 



Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request). 



TAKAHASHI Shuichi (Seal) 



UCHIYAMA Tsutomu (Seal) 



I. 


Date of actual receipt of the purported 
international application: 


2. Drawings: 


3. 


Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 




["^] received: 


4. 


Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 




| | not received: 


5. 


International Searching Authority 

(if two or more are competent): I S A / J P 


6. 1 I Transmittal of search copy delayed 
1 — 1 until search fee is paid. 





Date of receipt of the record copy 
by the International Bureau: 



For International Bureau use only 



Form PCT/RO/101 (last sheet) (July 1998) 



See Notes to the request form 



PAT€Nf pOOF'ERAjriON 



TREATY 



PCT/JPOO/06376 

b 



From the INTERNATIONAL BUREAU 



PCT 



_TAKAH AS HI, _Sh ujchi 

Osaka Plant of Takeda Chemical 
Industries, Ltd. 

17-85, Jusohonmachi 2-chome 
Yodogawa-ku 
Osaka-shi 
Osaka 532-0024 
JAPON 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 




Date of mailing (day/month/year) 
17 October 2000(17.10.00) 


IMPORTANT NOTIFICATION 


Applicants or agent's file reference 
2651 WO0P 


International application No. 
PCT/JPOO/06376 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

TAKEDA CHEMICAL INDUSTRIES, LTD. (for all designated States except US) 
KATO, Kaneyoshi et al (for US) 

International filing date 19 September 2000 (19.09.00) 

Priority date(s) claimed 20 September 1999 (20.09.99) 

17 July 2000(17.07.00) 

Date of receipt of the record copy 

by the International Bureau 03 October 2000 (03. 1 0.00) 

List of designated Offices : 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ/rZ,UG,ZW 
EA :AM / AZ / BY,KG / KZ / MD,RU / TJ,TM 

EP rAT^E^CH^C^DE^K.ES^LFR^GB^GRJEJT^aivlC^NL^PT^E 
OA iBF^^CF^CG^I^CM^G^GN^W^ML^R^E^SN^D^G 

National :AE,AG / AL / AM / AU / AZ / BA^B3G # BR3Y / BZ / CA,CN / CRXU / CZ f DM,DZ / EE / GD / GE / HR / HU, 

IDJLJNJSJP,KG,KR,KZ^C,LK,LR,LT,LV,MA,Ma^ 

TJTM/TR,TT,UA,US,UZ,VN,YU,ZA 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
time limits for entry into the national phase 
confirmation of precautionary designations 
| X| requirements regarding priority documents 



xl 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





The International Bureau f W1PO 
34, chemin des C 1 mbettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer: ^ 

Susumu Kuho' S^^L^^ 
Telephone No. (41-22)338.83.38 ^ 



Form PCT/1B/301 (July 1998) 



003586773 



ANNEX TO FORM PCT/IB/301 



International application No. 

PCT/JP00/06376 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
- - -Notification of Receipt of .RecordXopy (Form. PCT/IB/301) by. paying national fees and furnishing_translations,.as prescribed by _ 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, seethe relevant 
Chapters of Volume II of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

GR and ES became bound by PCT Chapter II on 7 September 1096 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only specific designations made under Rule 4.9(a) in the request It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 1 6 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 1 6-month time 
limit is the filing date of the earliest application whose priority is claimed. 
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From the INTERNATIONAL BUREAU 


PCT 

NOTIFICATION CONCERNING 

SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 




TAKAHASHI, Shuichi / , , , 0 Q 
Osaka Plant of Takeda Chemical I- ■UU.-1J..Z o 


Industries, Ltd. V l ffyBi&Zi 
1 7-85, Jusohonmachi 2-chome 

i uu uy a vv o mj ■■ 

Osaka-shi 
Osaka 532-0024 

JAPON | 


Date of mailing (day/month/year) 

17 November 2000 (17.1 1.00) 




Applicant's or agent's file reference 
2651 WO0P 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/06376 


International filing date (day/month/year) 

19 September 2000 (19.09.00) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) 

20 September 1999 (20.09.99) 


Appiica nt 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR M , in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date 

20 Sept 1999 (20.09.99) 
17 July 2000(17.07.00) 



Priority application No. 

1 1/266278 
2000/221055 



Country or regional Office 
or PCT receiving Office 

JP 
JP 



Date of receipt 
of priority document 

06 Nove 2000 (06.11.00) 
06 Nove 2000 (06.11.00) 



The International Bureau of WIPO 


Authorized officer 




34, chemin des C 1 mbettes 
1211 Geneva 20, Switzerland 


Magda BOUACHA 


s 


Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 
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NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
29 March 2001 (29.03.01) 



To: 



TAKAHASHI, Shuichi 
Osaka Plant of Takeda Chemical 
industries; Ltd: 

17-85, Jusohonmachi 2-chome 
Yodogawa-ku 
Osaka-shi 
Osaka 532-0024 
JAPON 



2^. 

01. 4.10 



Applicant's or agent's file reference 
2651 WO0P 


IMPORTANT NOTICE 


International application No. 
PCT/JPOO/06376 


International filing date (day/month/year) 

19 September 2000 (19.09.00) 


Priority date {day/month/year) 

20 September 1999 (20.09.99) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices oh the date indicated above as the date of mailing of this Notice: 

AU,KR,US 

In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE^G^AM^AZ^A^B^BG^R^BY^^CAXN^CR^U^CZ^DM^Z^A^EE^EP^GD^E^HR.HUJD, 

IL / INJS # JP,KG,KZ r LC f LK f LR,LT r LV f MA r MD / MG # MK / MN f MX # NO # NZ,OA f PL / RO,RU / SG / SI # SK # TJ / 

TM,TR,TT,UA,UZ,VN,YU,ZA 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the ' 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
29 March 2001 (29.03.01) under No. WO 01/21 169 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Switzerland 


Facsimile No. (41-22) 740.14.35 


Telephone No. (41 -22) 338.83.38 
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From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
Urrlubo IMUIIHcL) Or THEIR ELECTION 

(PCT Rule 61.3) 


To: 

TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

JAPON 


Date of mailing (day/month/year) 

29 March 2001 (29.03.01) ; 




Applicant's or agents file reference 
2651 WO0P 


IMPORTANT INFORMATION 


International application No. 
PCT/J POO/06376 


International filing date (day/month/year) 
19 September 2000 (19.09.00) 


Priority date (day/month/year) 

20 September 1999 (20.09.99) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,M2,SD,SL,SZ,TZ,UG,ZW 

EP lAT^E^H^D^DK^S^^FR^B^R^EJT^aMCNUPT^E 

National rAaBCCA^N^ZJLJ^KR^^NO^Z^URCRaSK^S 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA iBF^C^CG^CM^A^N^W^L^R^^SN^D/TG 

National lAE^CAL^M^BA^B^R^Y^^CR^U^M^Z^^GD^E^R^U^DJN, 
IS^CKZXCLK^R^T^^M^MD^CM^MX^CSI^TM^R^UA^Z^KYU^ 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applica nfs G uide. 

The entry into the European regional phase is postponed until 31 months from the priority date for ail States designated for 
the purposes of obtaining a European patent. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer: 

J. Zahra 

Telephone No. (41-22) 338.83.38 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

\rOI nUIC !£..£.) 


To: 

TAKAHASHIrShuichi 

vjsaxa riant ot i dKecid unernicai 
Industries, Ltd. 

17-85, Jusohonmachi 2^tujme 
Yodogawa-ku /*u^i*T\ 

Osaka 532-0024 ( 02 1 .07 J 


Date of mailing (day/month/yea r) 

12 December 2001 (12.12.01) 


JAPON \M$%lk%/ 


Applicant's or agent* s file reference 
2651 WO0P 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/06376 


International filing date (day/month/year) 

1 9 September 2000 (1 9.09.00) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 
• The International Bureau notifies the applicant that copies of that translation have been 



EP,AU,CA,CN,CZ,NO,NZ,RO,RU,SK,US 
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The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the Internationa! Bureau only upon their request: 

AP^EA^E^AG^AM^BA^B^BG^BR^Y^Z^R^U^M^Z^E^D^E^R^UJDJLJNJSJP, 
KG,KR,KZ,LC,LK,LR,LT,LV,MA,MD,MG,MK,MN,MX,PL,SG,SI,TJ,TM,TR,TT,UA,UZ^ 



3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's r sponsibility to prepare and furnish such translation directly to each elect d 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 
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The International Bureau of WIPO 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP00/06376 



I. Basis of the report 



□ 



1. With regard to the elements of the international application:* 
the international application as originally filed 

the description: 
pages 

pages 

pages 

| | the claims: 
pages 

pages ____ 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



. as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



_, filed with the letter of 



1 | the drawings: 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



filed with the letter of 



the sequence listing part of the description: 

pages 

pages 

pages ^ 



, as originally filed 

filed with the demand 



filed with the letter of 



3. 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language __ „ which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I J the language of publication of the international application (under Rule 48.3(b)). 

L_j the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

P"l contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

LJ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
[5^1 The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

| | The amendments have resulted in the cancellation of: 

I 1 the description, pages 

I 1 the claims, Nos. 

I I the drawings, sheets/fig 



□ 



| — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
5 ' ' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 



I I the entire international application. 

claims Nos. 35 

because: 

the said international application, or the said claims Nos. . 



35 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 



□ 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 



are so inadequately supported 



35 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

j" | the written form has not been furnished or does not comply with the standard. 

| j the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: III. 1 . 



Claim 35 pertains to methods for treatment of the 
human body by surgery or therapy, and thus relates to 
subject matter which does not require international 
preliminary examination by this International Preliminary 
Examining Authority, under the provisions of PCT Article 
34 (4) (a) (i) and PCT Rule 67 (iv) . 
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IV. Lack of unity of invention 



1 . In response to the invitation to restrict or pay additional fees the applicant has: 

' [ ~~ I " restricted'th'e claims. . - - _ . - - - ~ - - - - _ _ - - - — - 

I I paid additional fees. 
1 I paid additional fees under protest. 
I I neither restricted nor paid additional fees. 

fs-71 This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 

2. |2SJ not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
I 1 complied with. 

not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

I I all parts. 

the parts relating to claims Nos. 1-34.36.37 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV. 3. 



The inventions described in Claims 1 to 16 and 36 
relate to melanin concentrating hormone (MCH) antagonists 
and agents for preventing and treating conditions due to 
said MCH, in which the active ingredient is a compound 
represented by the formula given in Claim 1. 

The inventions described in Claims 17 to 22 and 23 
to 34 relate to diphenyl compounds represented by Formula 
(la) in Claim 17 or Formula (lb) in Claim 23, a process 
for producing said compounds and pharmaceuticals of 
unspecified use containing said compounds. In addition, 
the invention described in Claim 37 relates to fluorine- 
substituted diphenyl compounds represented by the formula 
therein . 



It is evident that all of the aforementioned 
compounds represented by Formula (la) or (lb) or the 
formula in Claim 37 are, as compounds, included within 
the compounds represented by the formula in Claim 1. 
However, the results of investigation of the prior art 
indicate that the descriptions in Claims 1-16 and 36 
confound the two inventive concepts of "invention of a 
pharmaceutical application for novel compounds" and 
"invention of a novel pharmaceutical application for 
known compounds". As a result, the inventions described 
in Claims 1 to 16 and 36 and the inventions described in 
Claims 17 to 22 and 23 to 34 and 37 are not a group of 
inventions so linked as to form a single general 
inventive concept . 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability-; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-13, 17-34, 36, 37 
14-16 
1-13, 36 



14-34, 37 



1-34, 36, 37 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Citations 
Document 1: WO, 
Ltd. 

Document 2: JP, 
Ltd. 

Document 3: EP, 
Ltd. 

Document 4 : JP, 
Ltd. 



97/24325, Al (Takeda Chemical Industries, 

) , 10 July 1997 (10.07.97) 

11-71350, A (Takeda Chemical Industries, 

), 16 March 1999 (16.03.99) 

712845, Al (Takeda Chemical Industries, 

) , 22 May 1996 (22.05.96) 

8-208595, A (Takeda Chemical Industries, 
), 13 August 1996 (13.08.96) 



Explanation 

Document 1 discloses compounds included among 
compounds represented by the formula given in Claim 1 
which act as MI P- lot/RANTES receptor antagonists and are 
useful for preventing and treating conditions such as 
inflammatory conditions including articular rheumatism and 
arteriosclerosis . 

Document 2 discloses compounds included among 
compounds represented by the formula given in Claim 1 
which act as MI P-la/RANTES receptor antagonists and are 
useful for preventing and treating inflammatory 
conditions, diabetic conditions and central nervous 
conditions . 
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Document 3 discloses compounds included among 
compounds represented by the formula given in Claim 1 
which act as GnRH receptor antagonists and are useful for 
preventing and treating conditions dependent on sex 
hormones, among others. 

Document 4 discloses compounds included among 
compounds represented by the formula given in Claim 1 
which act as calcium antagonists and are useful for 
preventing and treating conditions such as central nervous 
conditions . 



Claims 14 to 16 

Claim in the present application describes agents 
which contain a compound represented by the formula given 
in Claim 1, for preventing and treating conditions caused 
by melanin concentrating hormone (MCH) - The description, 
pages 88 to 89, cites as conditions caused by MCH, not 
only obesity such as hyperinsulin obesity and hypogonadal 
obesity, but also emotional disorders, disorders of sexual 
function and lifestyle diseases such as diabetes, 
complications of diabetes, arteriosclerosis and 
gonarthritis . 

Documents 1 to 4 disclose compounds included in the 
compounds represented by the formula given in Claim 1, but 
do not disclose or suggest an MCH antagonist action. 
However, they do disclose usefulness for preventing and 
treating inflammatory conditions such as articular 
arthritis and arteriosclerosis, diabetic conditions and 
conditions dependent on sex hormones. Thus, in as much as 
the target conditions are the same, the inventions 
described in Claims 14 to 16 are disclosed in the 
aforementioned documents. Therefore, the inventions 
described in Claims 14 to 16 are not novel and do not 
involve an inventive step, because they are disclosed in 
Documents 1 to 4 . 
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Claims 17 to 34 and 37 

The inventions described in Claims 17 to 34 and 37 

relate to specif ied "compounds (groups) included in 

compounds represented by the formula in Claim 1, a process 
for producing said compounds and pharmaceuticals of 
unspecified use containing said compounds. 

All of the compounds in Documents 1 and 2 which are 
included in the formula given in Claim 1 of the present 
application are disclosed to act as MIP-lot/RANTES receptor 
antagonists, but there is no indication or suggestion that 
they act as MCH antagonists. However, similar effects can 
be expected from action as a MI P-la/RANTES antagonist, 
without consideration of the discovery of a new action as 
an MCH antagonist, and appropriate variation in some of 
the substituent groups is mere design consideration for a 
person skilled in the art. Therefore, the inventions 
described in Claims 17 to 34 and 37 do not involve an 
inventive step in the light of Documents 1 and 2. 

Claims 1 to 13 and 36 

Documents 1 to 4 disclose compounds included in the 
compounds represented by the formula in Claim 1 of the 
present application, but they do not disclose or suggest 
action as an MCH antagonist. Therefore, the disclosures in 
Documents 1 to 4 do not take away the novelty and 
inventive step of the inventions described in Claims 1 to 
13 and 36 in the present application. 

The inventions described in Claims 1 to 34, 36 and 
37 of the present application are industrially applicable. 
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(57) Abstract: Compounds of general formula (I), salts of the same, 
or prodrugs thereof are useful as antagonists against melanin concen- 
trating hormone (MCH) wherein Ar 1 and Ar 2 are each an optionally 
substituted aromatic group; P and Q are each a divalent aliphatic hy- 
drocarbon group which may contain ethereal oxygen or sulfur in the 
carbon chain and may be substituted; R 1 and R 3 are each (i) hydro- 
gen, (ii) acyl, or (iii) optionally substituted hydrocarbyl; R 2 and R 4 
are each (i) hydrogen, (ii) optionally substituted alkyl, or (iii) option- 
ally substituted alkylcarbonyl; alternatively R 1 and R 2 or R 3 and R 4 
together with the nitrogen atom adjacent thereto may form a mono- 
cyclic or fused nitrogenous heterocyclic group; and j is 0 or 1. 
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20 



R 1 ^^tKR 3 «^n^n(i)7K^^ (ii)7->;Wg££:«(iii)fitfcg£*r 
R 2 *3<k^R 4 «^tl^tl(i)7K^M^ (iOffi&^WbWTfccfc^T;^ 
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s C3 7] s£ 



F 




10 

Ar ^itXAr 2 T^$n^ r^fg^j iUTH #l*_k£, ^#^{b7K 

2® ^tT5&^Li 4m<DW-m&ttim& m* 2mm: 3mm ^mmm 

-;k 'OX-r yf77-;k i-yb C2, 3-b] ft7i>, ^T>hi^> 
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, ?^>, -f v-r>FU>>>, WM/>, 7x;+w>, tfn-;x -f 
^*V-;k tf^z-jk tru>?>, tf^v>, tf'J5->*x eu^/x -t > 

5 , y>y»JX #;U/\V— ;k /3-;fr;k#U>, 7it>h'JyX 77'Jv> 
, 7it'XV, -fVf77-JK 7i;f7yX -fV^"^\/-;k 75"tf> 

u<«, mtzisfcmmoimmm) nfiim&zwtM&m «f?£L<tei£fc«2 

;k 4-t?u^;k 2-*yj;k 3-*/u;k 4-+yjiK 5-+;u^ 
. 8-+yj;k l— rv*/u;k 3—rv*y»j;k 4— rv*/u;k 5 
— rv*/u;k i — r>F'j;k 2 — r>Ku;k 3 — r>nu;k 2-^> 

15 W^'JJk 2-^>V Cb) ^x— ;k ^> v 7 Cb) 7^x;k 2-^xx 
;k 3-^xx;i,&<H^&&f£n3 0 £<E>{;:$?£b<te, 2-^xx;k 3-3=- 

xx;k 2-tTU^k 3-fcTU^k 4-tf'J^k 2-7'JJk 3-7U;U 

„ 2-*yj;k tf^^x;k 2-t?u^> f x;k 3-tfnu;k 2— 

U;k 3-hfU^n;k 3— rv^TVUJk 1 — f 

20 y^/u;k l— r>Ku;k 2— r>Fu;k 

fflv^n^o ^Tfe, 3-^xx;k 2-tfu^;k 4-eu 

Ar 1 43«ttXAr 2 T'^^tlS r^##|gj ^tLT^Tfei^fiSiUT 

Aoy» (wttf, ?vm. mm. $km. 3*ymt£& c t _ 
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yjyi ; ADyxt£ftTV>Tfc «k<r>C 1 _ 6 T;U4 t ;i^t ; Any 
,^A nT ^ T ^ ^ C 3 - 6 ~> ^ P 7frfrfr& ; A O yXfcSnTHTfcJ^C^ 
_ 6 7jm+yl ; Aoy><fk$nT^Tt><fcliC 1 _ 6 y;WU^S ; t b*a* 

5 ;i/7SL/&<H) i^-C^.TJ^TS/S (mil ^f^757, >^x 
; frfr^frm ; ADy>^^dJC 1 . 6 7;^^y-*Mr;H 

C^Tfr^fr-Xfrtf— frtti^m (#J*-fc£> Tttfrttzs* -?U\f.jr~)V 
ttz^. frttzsl3£) \tifr^zsfrm; C^^Tfru^-tifr^ 

frm (0diLfc£, * h*isftfr#-fr. ih+yMtt ~7w&*isftfr7S- 
;k Zfh*i't>)VT£-frl3E) ; ts)Vn^)Vm ; C^^^^+y-^M- 
15 ^S-rM^^tlTViTfe^V^y-d.gT^JU-^^A^-r;^ (#IAfc£. 

^frijfrn^frs x-Tfrtifrn^frizE) c^^Tfrn^-tifr^ 
frmxmm^tix^x^>^^-c^^7fr^fr-tifrn^frm v 

* J-frti frn^ )W z/JLj-frti frrt^ )V13 if) ; xfr^m ;C,. 6 7;W 

tji,*- )vm mz.it. *?-fr7.)v*-)v. ji^frKfr*—frua) ;c x _ 6 t 

20 fr3rfr*fr7 J ~frm (MZ-l£. *?-fr7>fr7 J — fr. JL^frT.fryj—frlZii 
) ; C 6 . 10 7U-;H (m«7x-;k t7^l^>i^f) ;C 6 _ 10 TU-;P 

**->S (#l;ifcr* y^-frttis. -ry^frtti/tzE) ; /\a¥><ktsnx 
^Xh<k^C 6 _ 10 TV—fr-%fr#-frm ^>lAf;k t7HM 

E) ; /\a¥>ik2*iX^Xh<k^5l£\,^L 6 M.<DMmm-lJfr#— fr& 

v 2m<D^um?*tt?z 5u^v 6 m<Dmmm-*fr#~frm m^t. 

u*^-iifr#-fr7^jm Mtts >h+yiJM-;i/7$7, ih+->* 
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mu c 6 _ x o t u -;k**5 j:i5c 6 . 10 7'j-;i/t+yS{i -^n^n/N □ y > 

5 (^C^eTJMMk APy>Yt£nT^Tt>cfc^C3_ 6 ^P7;i/*;k ap^ 

i3iifiwt) < t<, g&g»*2^£U<£>*£\ ^ne><Dg^s^--e 

20 a^m^i:) £WLTtvrfc<ktr*c l _ 6 7;Mf;i'ai <fli*fc& *^;k ^oo/ 
^;k ^^;p3fp^^;K hu^oa^m h^Mn^^k x^;k 2 
-^□ti^;k 2,2,2-hU7;i/tDif;k ^>^7Moxfjk :/p 
tf;k 3, 3, 3 - hu y )V^rwfu\f.)v. -<y^Ptf;k :/^;k 4,4,4-1- 

U7MP7f;k -fvy?Jk sec-y^k tert-7>;k ^>3Mk -f V 

25 ^>^;k *3-^>^;k 5,5,5->U7;ktD^>^;k ^->;k 6,6,. 
6 - h 'J ^Jk^P^^kk^) ^t^fflir^ns. 
^itrai^ns rADy>^tiT^Tfci^c 3 . 6 y^D7;w 
tLtti, 0>J;U;f> lfci»U_4fl©/\ny>JBr? 7y5f§, ^S§, 

3#*&£) LTtiT fed: ^ C 3 _ 6 o 7;^PS (0y*.fc£» 
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p;/Pbf;k s^p:/^;k V^P'O^Jk is9w\*ri/)W 2,2,3,3- 

;ktP*h^>, h'J7MP/l>*y> Xh^y, 2 , 2 , 2 - h »J 7MDI 
h=^>, ^D5i?+y, -fV^D#+j/, ^h+y, 4,4,4-h'J7;i/tn^h 

10 &£#*JBV*&n$.. 

, s?:7;k*-p*^;i^:*\ hU7Mo^wt> x^;k^3\ yptf;u^ 

- a) c 1 _ 6 7;^;kS *^;k x^;k ^Dtr;k -fv^pt?;k ^ 

5^;k -fy^;p, sec-^;k tert-^;k ^>^;k ^^;n5tif) 
b) C 2 _ 6 7;i^rx;i/g t:x;k 7U;k -f V7D^-Jk 

, V7r-ik sec-:/^x;k&<!f) , 

25 c) c 2 _ 6 7;k^x;i/g 7n/t;^;k x^xjk :/^x;k l-'s 

d) C 3 . 6 y^D7Wl (#JxJf> ->^P^*Pt!;k y^n7m ~>^p 
^>^;k ^P'V^Jkfri*) , iC 3 . 6 y^D7WSH 1&^L3<® 
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tiffin LX^XhJ:^ 

5 f) C 7 . 16 77^;H ^>>?;k 7jc*^Jk y7x-^^fJK 

HJ 7 xxJk*^;k l-t7?JMf;k 2 -^^MoWk 2-y7xZ 

;kx^;k 3 -^x— ;pynt!;k 4-7i^7*m 5-7xzm>^ 
7^k>yt+yS ^^l/>^^v. X^V^^v^i:) » 

-bum. isyy&. ^ayyit^nx^x^^c^^r^jvm. /\u*f> 

6 7 Jk3 AO^Mb^tlTl^TfccfcViCj.gT;^;^^-^ th*n*y 

15 ^Ey-Ci.eT^^kT^yS (#I*J^ pWk7^y\ X^ 

7^/ft£) > >?-C x _ fl T;P*;kT5y« (0>JAfc£ 

;k7^ , C 1 . 6 7JW-iJM-^7^/S (#l*.fcf> 7"fe3Mk75 

/, 7*net^7$/, :7*^u;k7S/&£) •» *;ks;k^ c x . 6 7)V^-)V 

Afc& * h*>-;*j;ktfx;k xh+y*J^-Jk yp^sy^ktfxjk 
*v#;u#x;k&<*:) , ij)vn^)vm. ■^y-c 1 . i 7)V^-)V-ti)vn^)V 

& *^)lt>)Vn=E^ ;k X^kfrJWN'^E-Okft^) , y-C^J^ 

25 *)\>—*>)vn*z<i )\>m mxu. ittz-friuvn^ ;k zsx.^vtDvn^'Ov 
tzE) , 7Jk*S» c^.tjwwm^H (#);tk£> *^;kx;k*x;k 
. x^I/x;Mnx;uj&£) , c,.,7M;w;P7^=;n (#i*.fc£, ;*^Jkx;u 
7^x;k x^;kx;k7^ , c 6 . 10 7 l J- (#l;tk£» 7xrjk 
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fcj±4->f syi/US^k 2-, 3 -ifctt4-t!7»/U5?=;k 1 2- 

5 , 3-^fc«4-if^«j> J ;K i -$fc«2-fcf^^-;k *;w*u-;k 2 
-fx-jk 2-tfu^;K 4-t?u> J ;k 2->"j;k 3-7 

u;k tf^^-^k 2-tfua> f -;k 3-tfn'jjk 2— fs^/u;k 3- 
tfu^v-;k 3-^vWJ;k 3 — f v*^yu;u&£) £7cte^oiBg 

^7^7. yh*yM^75/. tert-^ h^v^ktf-^T^ 7 & 
15 . C 6 . 10 7'J- ;i/-#;kfc;l/g (#|;Lfcf* ^>\/-f;kk£) , C,_ 6 T 

±ihc 6 _ 10 7u -Jim. c 6 . 10 7'j -)i** vi^j:t;5 u\*i,7 mvmm 

20 AD^>«f, C 1 _ 3 7)V^rU>^^>. ~hD. vTy\ ADy> 

y\ y-c 1 . 6 7;i/+^75y, c ,.,7;^-*;i'#-^75 y , 

~>;k c 1 . 6 7^+y-*ji/*-;k *;wtt>r;k ; ey-c 1 . 6 7';^;p- 
*;wtt<;k ^-c^gT^^u-^^A^Jk c,_ 6 7;m^x 
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5 R 1 43 < fc?^R 3 T*$*13 TTv-^Sj ttTd -CO-R a , - 

CONR a R b , -SO-R a > -S0 2 -R a , -CONR a R b , -COO 
-R a , - (C = S) 0-R a , - (C = S) NR a R b , -SONR a R b , 
-S0 2 NR a R b . -SO-0-R a , -S0 2 -0-R a (R 3 «tK^M^ 

tatec^eTjiirJim*^-?) taa~cmt>ztiz>mtfm^*>nz> 0 mz, -co 

-R\ -CONH-R a &<h~;Wi:l^o 
(xvi)5£ 

r" 

I 



15 



LJ 



(xvii)5£ 



CO 




R 2S 



"A / 



20 [R 2 5 te7Ki*y§HS C 6 . 10 7'J-;H (0»J, ^x-;W) . C ? . 16 77W 
, ADy^ (#K #yR) , C 6 . 10 7'J- )l—t>)V#-)V7=ijm (#K ^> 

25 (xviii)5$ -CO-A1 k-NR 27 -CO-Al k 2 -0-Al k 3 -R 28 
[Al ktttll (#U Aoy>J|f, kh'O^yl, 7571, C 6 _ 10 T'J- 
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JIM (&U 7i-i^ &£) &misT^Th£^C 1 _ 6 7)l3rU>&& ; R 2 7 

5 ^;R 28 «tis (#k zhos, >\u>f>mf m> y?m. mm) * c t _ 

) . C 6 _ 10 TU-;US (#K 7iXJW &£) SHTUTW^C 6 . 10 7U 

(xix) 5£ -CO-A 1 k 2 -NR 2 7 -CO-A 1 k 3 -R 2 9 

10 [A 1 k 2 , A 1 k a^i^R 2 7 ttH&8E£|e3jlc*& ; R 2 9 teS&S (0»J, =. h 
□S> Any>ISf (#U tt*) . C^eTJlz+M (0!U ; 

tHo+yi, Cj. 6 7;i/n+yi (#J> ;* r*;» , C 6 . 10 7'J-M (#1, 

7x-;w ^n^*nwbTViTt>ct^®c 6 _ 10 TU-;u* (#k 7iz 

f ] Tl^tl^I ; 

(xx) ^; 

-CO-A lk-NR 2 7 -CO-A lk 2 -NR 30 -Alk 3 -R 31 
20 [A 1 k, R 2 7 . A 1 k 2 , A 1 k 3 \,tmtZtmMm& ; R 3 0 teTKSJiC^ C 

^-^tf-^S b V7)i3ru*^)\,t>)i#-)i) & r 3 ( 
AD^>Hf (#k MS) . Ci.eT;^;!/^ in* *^)i) . t 

Ko + yl, C 1 . 6 7Jl/3 + yI > C 6 _ 10 T'J-;W» («, 7i-JW.)5:t') £ 
25 WLWTfccfcViC 6 _ 10 7U--;i/g (#K 7i-;W Sr^T] xmt£tl2>m; 

(xxi) 5£ -CO-A1 k-NR 27 -CO-Al k 2 -NR 32 -CO-0- 
A 1 k 3 -R 3 1 

[A 1 k, R 2 7 , A 1 k 2 > A 1 k 3 £«fctfR 3 1 ffJiE £ l^lc*^ ; R 3 2 fcnti 
IBR 2 7 t^aW^T] X'^tl^m ; 
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(xxi -CO-A 1 k-CO-NR 2 7 -A 1 k 2 -R 3 1 

... _ [Alk, R 27 , A 1 k 2 i5J:tfR 3 1 «fulBi:|wIit«^^T] Tl^nsS 

(xxiii)^ -CO-A 1 k-O-CO-O-A 1 k 2 -R 3 1 

5 [Aik, ai k 2 *3<ktfR 3 1 \*m&tmmm&^?i T'*$tiss^t*^ 
mm& (mm** 1-, 2-&ft\z3-¥uw~)^ 2-&rz\z4—f$yv 

. U>>x;k 2-, 3-*rc«4-fcf^y»J> ? -;k 1 -, 2-, 3-£/rte4- 
15 fcWJS^k 1 -£*rte:2-fcf^vx;k t^^'J^M.ifW^ffilil 

2-5^x-;k 3-^x-;k 2-tru^k 4-eu> ? ;k 2-7U;k 
3-yj;k 4-+yj;K 8-+yj;k 4 — rv^/u;k tf^v^k 2 
-tru ^ vx;k 3-trpu;k 2—ra^/u;k 3-^0^^, 3 — r 
y^ryu;k 3 — rv*-*i*-i/u;k 1 — r>nu;k 
20 £<B^#aE«*stas&£) ft^/av^ns, u^x-h. 1-. 2-, 3-££ 
«4 - tf^u -^;k 1 -^^«2 - v*7i?-frtea(D&ft&m*m&&&& 

^ r^^Sj jWl/rvvrfc^trMtftStbTWu (i) MIHA r 

1 43<tZ>*Ar 2 T*^$n^> r^g&gj j&tWbTlrvrt><fc^Ml3k (ii) tufE 
25 R 1 *5cfctKR 3 T^$n^ ra^S^WLTViTfeckli^bTKmSj , (Hi) 

t^vi, (iv) mvSJit^fflv^ns, 

R^tl^tis rc^.T^Sj 09*. tf, *^;k x^;k :/ 

Dtr;k <yype;k ^;k -f v^^Mk sec-y^;k tert-^Jk ^ 
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. . &m<D%mft&rzitftmz<D7)\>*fr& (#JAfc£, x^;k yo^k 

-f v^ntr;k :/^;k <y^;K sec-^;k tert-^;i/, ^>^;k 

r 2 i5ct^R 4 T^$n-5 rr;i/^;i/*;^-;i/Sj tutu m^t. {&m 
M rr;^;w*;i/#n;«j ©g*«<fcLTfcJ:> mxi£, mitt 1 &&z*r 3 

15 huIEA lk, Al kjj&cfctf A 1 k 3 T^n§C 1 . 6 7;^l/>Si:l/TH 

(i) 7)l<JrU>m mZ-\X. - (CH 2 ) 2 -, - (GH 2 ) 3 -, - (CH 2 ) 4 
-CH 2 -CH (CH 3 ) -CH 2 -, - (CH 2 ) s -, -CH 2 -CH (C 
H 3 ) -CH 2 -CH 2 - - (CH 2 ) 6 -tzE) s 
25 (ii) 7)lf-U>m mZ.lt. -CH=CH- -CH=C (CH 3 ) - 
CH 2 -CH=CH-> -CH 2 -CH=CH-CH 2 -^if) , 
(iii) -7)l*~U>m -C = C-> -CH 2 -C = C-, -CH 2 - 

c=c-ch 2 -&£) fcatfm^ztiZo »sl<«, d-.T^+uvas (#i 
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^ttWKfck mZJit. -CH 2 -0-CH 2 -, -CH 2 -CH 2 -0-CH 2 - 
> C H 2 O CH 2 O C H 2 * CH 2 S CH 2 > CH 2 CH 2 
- S-CH 2 -, -CH 2 -S-CH 2 -S-CH 2 -^:Mt^n5. 

io WLTinTfe«fcVimiRttt>u<J*(g^se*«*iS!Xj K^tt* r#^t>b< 

itffi&s&mmmmm turn ^^©giUf^oAfo^tLt 

L < it 1 fc^ L 3 m&^/u-V^T fecfcV^mttfc b < l*ifa&<D 3 ftt^L 9 0 

20 > ftlAtf 
- (i>5£ 

<fc^4fcV>b8M^ ; VteiS >0, >C = CX >C (W) -W a ££:«>N- 
<ii>5£ 
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N B 




y>m? wju** ?ym* mm. a#*fc£> . c^r;^;^ (#i 

10 *^;k x^;k -/Ptr;k ^vyoKMa * Cj^T^n+^s ( 

as, 7 a y s$fcttc ! _ 6 7; wi/ - A^^r;n 7W;k 

15 (iii) 3t 



2~. -CO-^di-CH(OH)-^ Ytt-CH2-, r O-Sfc«-NW 

20 ) k^cktKm«-^n^no^^L4<0^$r, k +m« 1 ft^L 4 (Dm 

(iv) B^S^UTViTfecfc^^^^^^S^^ffl^^n, ±fBO 
(i) , (ii) &tcfc (iii) ^WSK, (i) Sfc 



5 te, ^ 
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it (iii) ttiiAW&is^o #iC (iii) 



, V tf* ~>fc £ <D C l _ 6 T)V u * zs&te E~£& -5. 
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wTi^ns mmmm tutu &*®^wcaB&isB% 

^tl-So JWfrWKtt, 1 -, 2-£fc«3-bfoUS?x;k 2 -£fctt4-< 5 
^/ij>?-;k 2-, 3-£fc«4-kr^yj>?x;k 1 -, 2-, 3-££te 

4-tf^u>?;k i -^fcte^-tf^v'x ;k ^;k*ux;k 2-^xx;k 

10 3-^Xx;k 2-fcfUv^k 4-tf'Jv;k 2-:7>J;k 3-7UJk 4-^t 

/u;k 4--ry*yu;k tr^xjk 2 -tru 5>?x;k 3 

-tfP'JJk 2— <^^/U;K 3-\ZV&i?=.)V* 3- 

•f v u ;k 1 - -r > h u ;k 2 — r y^r > k u £*l 

2-rFX-;k 3-5FX-;k 2-tT'Jv;k 4-tf 

20 wmmtmm&hvfcZtimmem&m^znzo 

w a T^$n§c 1 . 6 7;wntutn *^;k x^;k 

;k -fy^otrjk y^;k <v^;k sec-r/^k tert-^;k 
;k ^5/;w«i:^3^is«f &n*. w a b < t Ku+yi 

25 Btl^tlS ri *^:«2<a(D^ySS^:«lfd:V^L/5{@CDC 1 _ 6 TJk^;i/ 
STgM^nT^T'fe e fcU#^Sfc«2^14©4?5:^Ll 2SIj tlTIt 
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— N 




m. 3-y?U>m. 4^1/121 ($?£b<te, 5fc^LlO*) 

tfuy^^ en-;k -r ^ ^y-Jk tf^y-;k ^7i>> 

10 fck 



15 fBAr 1 43 c t^Ar 2 T^^n^> r^§^gj WTt><fc^fig|g<i:l^liS 
w b T^£n<5 rc.eT^^i/Sj tVXU. MtllZ. x^;k y 
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otf;k -YvyntMk 7?-)V. -fV^;k sec-:7>;k tert-y^;k ^ 
5 i7D7M;n, ADy>-fk$nTiiTt>ckViC 1 _ 6 T;ka^v'S. ad^mc 
) , #;ktf*->;i^, c^e?;^^^-*;^-^, A;wx%>r ^y 

10 -C l - 6 T)V*r)\,-tDVn^)Vm. y-C 1 . 6 7MJl'-^^At<;H» x 
;k^S> C,. 6 7^M;^H, C l - B 7)\'lr)\'X)\'74—)U&* c 6 _ 10 
7'J-;H> C 6 . 10 7'J-JWySM^5^dJ6ItiiS (#1, 5PX- 

;k 7>j;k eusw&£) ^^ffl^^n^c 



Ar 1 ^XSAt 2 T*I$n5 r^#^gj jWbTV*T&<fc^fi&g£l^i<£> 
( i ) 5£ 
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N 




Q 



15 (ii) 5£ 



<5£*» V a «5£ >C (W) -W a S^«>N-WT^^n^>S (W« (a) 

TkmmT; (b) /\oy>if. o x _ z 7)^vy-JHr^^ ^huS, ->7 
20 ck^c 3 _ ( r>^n7;i'^;us. Any^tiT^Tfect^c 1 . 6 7;^^yS 

, ADy'Mb^nT^Tfei^CLe^l/Wm kKD^yS^ 75/1 
, ^y-C,.^^^^/!, y-C 1 . 6 7^;i/75/S, C 1 _ 6 7^ 

25 S, ^;i/A^:-r;us, ; E/-c,. e 7JW-M/^'f;H, y-c^e?^ 



N 
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5 ©c 6 .i47'U-;i/S*fctt<Dc 7 . I6 77;^;u»; sfctt (c) a 

^TfcJ^C^eT^^^S. tKu + yS, 75/1, ; £/-C 1 . 6 7;i/ 
10 ^75 71, ^-0,^7^7$/!, C,.,7K;i'-*M^75 

/I, c x . 6 r)i^r)V-tiM~)vm. c^eTM^-*;^- 

. c,.,7JWH, ADyMb$nxviTt> e kv>c 1 _ 6 T;ni4 i >'»^e^'g)p 
^?>itfn5tii^n : ? r nitfctt2itLT^Tfe < k^c 6 . 14 7'j"-;p 

o y >it 2 nr v > t t> ct t > c x _ 6 t ji n yStti £ nt t > x «£ v * ? x - ;i/ 

25 gfc^iifSLVio 
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3<B<Z)»&*£WbT^TfcJ;^ (i) C 6 _ 14 7'J-JH ($HC, 7i;;H) 

(ii) ^m™^^^j©^> m^^ck^sit^M^^^^n^i 

p^ck^Q^ lt«, ^n?nmmmwzx.-T)i&mm$ifctemn&<£/vT* 
_ 6 y;^t->s (mfcf. *^>, x^i^>, b*j*?-u>. Tb?*^u> 
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__Q£i/Ttt ; c 1 _ 3 7)i*u>m (.mxtes *?-u>. x^i^>, hu*^u 

R 1 T^t>$n^>Tv;US<hLTii, -CO-R a *fcli-CONH-R a ( 

, #l*.fc£. /\py>lf, c 1 _ 3 y;^i/>> ? ^->S. -Hps, y/yi. 
Ci.amjPTsyi. y-Cj.eTWT^yi^ c 1 _,7;M t ;i'-;&;M? 
15 -c 1 . 6 7)V^)V-f3)vn^ jirn. -J-c^. 6 7)V^)v-ti)vn=E 

^tl^tl^LT^TfeJiVi (i) C,_ 6 7JWS, (ii) C 2 _ 6 7 )Wr—)VW 

20 , (iii) c 2 _ 6 t;^-;u^, (iv) so-e>m£m&VT^Th&^c 3 - 6 is 

^U7WI, (v) C 6 _ 14 TU-;US^fc« (vi) C 1 - lSi 7^)V*)VM i t£E 
-htBL-fc^Tfe, R^LTH (i) 5^UL6I©ttiliSS (#J, tf 
25 .^^n^y-^M-MfL/T^T^i^C,.,^^;^! ^ 

R 2 -cmt£tiz> mmm&&VT^Tb<£^7)iir)]s&i tvxi*. mx\x. 
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7)\s*)im. ADy>f^nT^Tfc<k^C ^eTJ^^yl, AO ft 
.... X^Xh^Cy.^yjl^rJl^m. th'O+yl,. 7S;l, t/-C,.,7 

- c 1 _ 6 7JWi'-*^;t^M, ^-c^eTji/^u-^A^ 
-OPS, c^gTJl/^x^TiN-;^, c l . 6 7JV+;^;i'7^r ;p 

«5<fc ZtC 6 _ 10 7'J £ l££3^ £Mfc£ft£: 1 b 3 f®<E>«&S£*r 

bT^T&cfc^c^gT;^;^ ^^;^<i:cDC 1 _3 7';^;i/S) 
io i>m£.is\,\ 

, Any>f»^, -hPl, y7y$. AD>r>ft$ftT^Tfc<fc^C 

3 . 6 ->^P7MM, Any>ffc£ftWTfc<£^C 1 _ 6 y;Un*>'^ An 
^rXk^ftTViTfeiViC^eT;^;!/^^ t Kn^SxS, T^/S, ^ y* 

»7$;i, c x _ 6 r;i/*;u-#;i^-;i/X, c,. 6 7W 

;w^>r;Hk : &/-c 1 . 6 7^;i/-^;i//\* ; &'f;n. y-C!.^;^- 
#;w\^£-r;i/S» c 1 _ 6 7;wx;i/*zjn < c 1 _ 6 7;^x;i' 

20 -frmte&zSc 6 . 10 7'J — £ j££S^ ^ilfcfftfc l & v> L 3 ®<db 

R 2 £LT«> (i)TK^JH^ (iiJC^gT^^I/S (#K , (iii)C 7 

&bv<iti&£r£&mmmmmi tutu m?uz, 

(i) 
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M** v 1 ^ >Q, >C (W 1 ) -W a 1 $/ctt>N ^W 1 ^^^! (W 

;us^cfc^ADy><k$nxviXfe<k^c,. 6 T;wzi^^s^^^s¥^e»ji^ 
5 ti^m^s^^n^ni^^L2<@wbx^xfe<fc^c 6 _ 14 TU-;i/^ (c) 

1 1Z ^ b 2 CD C 6 _ ! o T «J & W L X V> X <fc C ! _ 6 7)V*)l& £ 



(ii) 5* 



10 




(aS* , B 'Ki^Vlffcli 1 fc^L 2i(DC ^eT^^USXfim^nXVi 
15 (iii) 3£ 




(5£<K E 1 ^«C 1 _ 3 T;i/^l/>> ? ^>'S, ^hDS, C^eTJ^+yl, 

20 XHi-CHj-S^-CO-S, YUi-CH 2 -*fc^-0-^^ 

R 3 XSfe$n^T>';PS<hLX«, -CO-R a tfdi-CONH-R a ( 

Apy>fb$nT^Tfect^C 1 . 6 7JWH> Any>ft£nxv>XfcJ;^C 3 
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CL^wjsys, y-c,. 6 7^7$yi, c,_ 6 t;^;w-^;^ 
^n^enmvx^xh^ (D c 1 _ 6 7M;n> go c 2 _ 6 y;^— )im 

, (iii) C 2 _ 6 y;^-;^ (iv) ^>1i>^<h^LT^TfecfctiC3_ 6 -> 

^□7M;n, (v) c 6 _ 14 tu-;uss^« (vi) c 7 _ 16 7^;i^;us&£ 

15 R 3 Tl$n57yJHtUTH ^JAU -CO-R a (R a itmmhmM 

m&tt) &£aw£L<, mz. -co-r c (R c w\u¥>m^ c x _ 3 

- -znx^xh^^Ci.eTfrziiri/m. /Mnyyit-znx^xh^c^sTiv 
6 7;I/+jv-^;^-jh, c^t^^-^;^-;^*^ #;i/#*->;b 

S, C^JJ^+y-^jJ^-JH, ^;PA^E-f;i/S. -C x _ 6 7)V*r)V 
25 )V3r)V7,)l*-)Vm. C^ 6 7)V^-)V7,)Vy^~)Vm. C 6 . 10 7'J- C 6 _ 

■j itjrn E) & <=>/&5p^ ^jikmsM&g^n^ti i &n l 5 iwiT^T 
feckv^c.eT^^S, (Dc 2 _ 6 T;w^-x;i/S, (Dc 2 _ 6 t;u*x;ps, <dc 
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) *WtLK 

^utji^ >r c 6 . 10 7'J -)im&&zfc 6 . 10 7U ~>S^ e>s 
fcftifc i ta tr> b 3 ioiis^t it v^t t> <k ^ c 7 _ ! 6 7 ^ 

15 -ce^$nTViTfe«i:^c 7 _ 16 7^;i/+;pS"e*So 

(i) 7KmM^; 

(ii) SC -CO-R 5 (R 5 tt(a)**SC^, {b)iJ)Vttzs)\,m* (c)C 1 . 6 7^ 

(4#tc:. y*^;k x^MfoCi.aTM;^) » (d) c^y^n^ ( 

a) . c 6 .' 10 7'J-;n (#K 7x-;^«if) , c 6 . 10 7U-;p-*;toi/ 
T^y* m. ^>"M juts. /tug) & zmisnzite^ 2 m<D 
g&g£#Lwc*><£t^ mmw^im-izgmw^ mnrntt^xsgmmh- 

(iii) 3£ -CO-Alk 0 -R 6 [A 1 k 0 tefc F Q^g^UTWrfccfcH 
C 1 . 6 7M1/>S^ Jftl<}iS.(CH 2 ) r 1 (r 3©SE* 
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5 fi&g£WUrvvrfcckV>C 6 _ 10 7U-;US 7x.~)V) , (b)C 6 _ 10 T'J 
15 (i)C 7 . 16 77W^vI '0 9 J)Vtt*s) . (j)C 6 _ 10 7U— 

(#l> *>*M)V) » (k)c 1 _ 6 T;i/^;i/-*;u^-;u^>'S (#J 



20 (QaliiC- (CH 2 ) s- (s ttl^U3©fi»:Sr^-r) (CH 2 ) 
t-CH= (tteOft^t^CDM&fc^-r) R 7 «tK^^ 



(iv)5$ 




(v)S; 
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fei^C^jTJ^JH (#l> *^;k x^;k :/Dfcf;i/&£©c 1 _ 3 7Ji'4 t ;u 
S) , (c)c 1 _ 6 t;P3^s>-^;^x;I/S (#K y h*->;*7;k#x;k xh^y 

5 l3)Vtf—)\,i2.E<OC l -iT)Vn*is-ij)\,#~)V&) , (d)5£ -CO-R d (R d 
v 5 ;!/) £^T) T^b2n<5>g, (e)j£ -CO- (CH 2 ) r'-R* (rHSl 

(vi)i£ -coor 9 (R 9 ii/\oy>ft$nTntt)«k^c 1 . 6 7^;n (#1 



. xh^v-^;i/^x;i/7fe < i:(rjc 1 _3y;i/ri^->-^;P#x;i/S) . tyxn^- 
;k ^x^kfr^n^-f ;k ^x^w&^x^e-om , AoyMk$nT^Tt> 

(viii)^ -CONR n -R 12 (R 11 fa**IS^fettC a _ 6 7;^;HI m> 



(vii)^; 



20 
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10 



15 



Y^J^T^y. yIfJ|/75 /) , (d) c j.eT^^u-^;^-;!/ 
n^-^ktfxjl' ;* h*i/#;ktfx;k ih+yA^zMfoC!. 
^;kf*- x^;k*uk^x;M-* £ <£> c , . 3 7i^Jh #;k£x;k^ > 



(R 13 «(a)7Kl^0^ (b) t FD^^^tXCj.eT^n^^-^;^-^ (#1 

;k x^;k ynm.lfoc^aJMJH) > (c)c 7 _ 16 7^;Wi/g (#1 
;tuktfx;w (0y, * h^;*j;i/#x;k xh^^k^x^^cDCi.gT;^ 

(#k r-fc^Jk x^u^^x^^^c^aT;^^ 
-#;k#x;i,g) Sfc«(e)C 1 _ 6 T;k3^->-^;k-^x;i/ (#K ^>#;i/# 

t>cktiC 1 _ 6 T>'k^Ji'-*;UA ; E^;i^s (#K ;k x^;k*;u 

(x)5$ 

C O N H — f/ \j— R M 




(R 14 «c,_ 6 T;k^;k« (#J. *^;k x^;k ^nhr^^coc^gT;^ 



WO 01/21169 



PCT/JP00/06376 



(xi)5£ 



R 



15 



— CO 



0 



10 (xii)it 



frzm&nz>m&m&GVT^Th£^c 1 _ 6 7)\s3r)i<m *^>v. x^;u 

is , ^□tfM.i*©c 1 . 3 7JWH) . (b)*;i^;i^ (c)c a _ 6 T;H3^->- 

20 ; . 

(xiii)5£ -Sp 2 -R , MR 17 «(i)5&V>b6M©«*3&a£ <0!K 5&t^L6 

(xiv) l^:^U3iOADy>g? (#K *&^«c<i:, ffSb<tt7 7 

if!) SfcttC 1 . 6 7^3^yI (#J, ;*h^->&<i:) &WLWr&«fc.HC 7 _, 6 



CO 



16 
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15 



7^)l^r)m (&3ils<lZ. l>i?)V&) ; Sfctt 

(xv) mmmTsxwz&mm^* mmm^^xmn^^^^m^^m^n 

(xvi) S; 



R 24 



CO^ /N 



LJ 



10 (xvii)^C 



CO 




R 25 



^ / 



(xviii) xS -CO- A 1 k-NR 2 7 -CO-Alk 2 -0-Alk 3 -R 28 

(xix) 5*; -CO-A 1 k 2 -NR 2 7 -CO-A 1 k 3 -R 2 9 

(xx) ic: 

-CO- A i k-NR 2 7 - CO-A lk 2 -NR 30 -Alk 3 -R 31 

20 (xxi)it -CO-A 1 k -NR 2 7 -CO-A 1 k 2 -NR 3 2 -CO-O- 
A 1 k 3 -R 3 1 

(xxii)5£ -CO-Alk-CO-NR 27 -Alk 2 -R 31 
25 (xxiii)i£ -CO-A 1 k-O-CO-O-A 1 k 2 -R 3 1 
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, ^;i/^->;i/S, c,_,7;i/3+y-*M-;n, ^w^E-f;^ ^e/- 
c 1 .,7^-*;^wj«, ^-c 1 .,7^-*^w;n, x/u 
c 1 . 6 7;W7^- ;uSv c,. 6 7;W7;i'7>f-;n^<fcr;c 6 _ 1 

r 4 -«£*i£> rm&m&misX^xh£^T)\/*)i*)i'#—)\'m} llxu 

. W7L\X. AD^>jj§B\ ZhDl, y7/S, AD^*>ft;£nWTt>«fcl>C 
3 . { y^P7WI, AD^rMk$nT^Tfeck^C 1 . 6 7;i/3i=l i yS, AD 

-C I .,7JPW5/i, y-C,. 6 7W75/I, C X _ 6 T )V^-)V-tl)V 

20 tju*s> c 1 _ 6 7;p*jI'X;u*-;i^ c 1 . 6 7MW7-f- 

25 7;^JH) &<HjW£L<, ^t."6>**jr^ *^;PSA*$?£b<, #^tK 

r 3 £ r 4 tm&r? z&mm? zmmm&m ltut *> & ^mm 

&hv<im&^mmmmmti,xit, wxu. ^ 
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C5£+, R 19 «(i)7Kmm^ (iD^M^^k (i ii) C ^^lo*^-;^ 

jfc;ug (flu *h^>#,M^;k xh^yjSjMzMt*©c 1 . 3 7;V3+ 

:/b*^#;u#x:;k7^y\ t -:/h*v-#;k*-;kTis/) *m 7 . 16 77 
;k*;k^v-#;ktf— ;kr^/ (#K ^^Jkt^^uki^kT^ /) 

75/1 (#u /?^7$y, x^Tsy, s^^urs a yxws; 

& J -XteiS- C j _ 3 7JI/+JI/7 ^ J ) (i v) C 6 _ , 4 X 'J -JM"^ 



(i) 5: 



10 
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5 _ 3 7>>Hn^>g) ZUCO, SO£fcte:S0 2 ($?£L<te, CO) ZtfT 



;kr^y\ ^h^v^^-^T 7 ^/. t -zfb*~>tum~)i>T=iy) &<£zt 
is (0y*fc£ *?-u>, x^>, hu*^u>, $?£L<«, h'j^^i/> 

) X 3 ttCH, C-OH££:teN ($?£b<«, CH) Y'fcJsRSIIiC^ 



(2) 5£ 




(3) it 




CjW, R 21 te(i):£ 
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3 ^fettOOSC 



R 28 fi(i)7KM(-?\ (ii)C 7 _ 16 T^;Wl'S (#K ^>^;i/) , (iii)afrN^ 

3 7JWW $:WbTl)T : fc e fcViC 6 _ 14 TU-;i/-X;i/^;US (#K 7x-Jl. 
l/>, X^U->, MJ*^l/>, $?*L<«. HJ*5J=-U» Q^iCj.g 




(4) ^ 





2*>lZtiFS.LWt&®<Dm£VT\$. TIE <Db<D£z g&m £ n 5 
###|IA-1 : 1- (5-757-4, 4-y7x-M>fJl/) -4-yx. 
###|IA-2 : 3, 4-ykh'D-6-/^y-l' - (5-757-4, 

4-^7^— ;i/^>^;w xtfD c^-^^l/>-2 (ih) , 2' -tr^U^> 

10 ) 

###J I A - 3 : 1- (5 -75 7 - 4 - (4 -7 h*->7:n-;i/) -4-7x 

zdvot-m -4-7x-;ptf^u > ? > 

###IIA-4 : 1- (5-757-4, 4-ti* (4-^DD7i"JW ^> 

-4- (4-^;i/^D>'x-;i/) tf^s?> 

15 ###!IA-5:3, 4-ykKD-6-^h+y-l' - (6-7 = 7-4, 
4-y.7iZ^yJW XtfO C^7^1/>-2 ( 1 H) , 2' -tf^U> ? > 

] - 

###]IA-6: 3, 4-yfcHD-6, 7-y^h+y-l' - (7-75 
7-4, 4-v^x-;U^\^;W) ^tfa C^-7^l^>-2 (1H) , 2' - tf 
20 ^Uv^) 

##0>JIIA-1 : 1- (N, N-y^^TS/) -4, 4-y7i-^-5- 

(*;i/5;i/75 7) ^>^> 
mmmilA-2 : 1 - (N-^>>>^-N-7^Jl/75 7) -4, 4-^7^- 
JU- 5 - ^>^> ttgg% 

25 ##0!JIIA- 3 : 4, 4 - )V- 5 -^1/5^7 5 7 - 1 - (^U* U 7 

) ^>^> mmm. 
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###JIIA-4 : 4, 4 -y7x- 5 -*J^^75/- 1 - (2, 3, 4 
, .5.-x>5:t HD- 1 H- 3 -^>XT-tftf>- 3 — f;iO ^>^> 
#%0iJIIA- 5 : 4, 4 -S^x—JU- 5 7 - 1 - (4-^x — 

5 ##0MIA-6 : 1- C4 - tf^^> ? >- 1 — OM 

###|IIA-7 : 3, 4-ytKo-6-^h+y-l' - ( 5 -3fr/U5;W75 

y-4, 4-> 5 ^x-;i/^>^;u) xtrn c^-^^u->-2 (ih) , 2' -tr 

10 #%$JIIA-8 : l-^>yjV75/-4, 4-y*7x^-5- (h^Z^ 
/) ^>^> Jttift 

#%#JIIA-9 : 1- (N-^O^P-N-^^UT^y) -4, 4-y*7iZ 
;U- 5 - (hv;UT5/) ^>^> 

#%09IIA- 1 0 : 4, 4-i?7zz;i/- 1 - (3 hD^>y^75 /) - 

is 5- (hv-;PT^y) ^>^> 4t^m 

###JIIA-1 1:1- (3 —7^ y^yyJl/75 /) -4, 4-y7x^- 
###IIIA-12 : 4, 4-y7iZJP- 1 - C3 - h^^I/atfrjM ^ 

>v;i/T^y] -5- (h'>;i.T^y) ^>^> 

20 ###JIIA- 1 3 : 4, 4-y7xn;i/- 1 - ( 2 - tf3 U;i/7S y*) -5- ( 

14:4, 4-y7iZJP-l- - 
5- (hv^T^y) ^>^> ttBI% 

###JIIA- 15:4, 4-y7i-Jk-l- ( 4 -^x~;Utf^^> ? >- 1 - 

25 -5- (hv;uT5y) ^>^> 

###JIIA- 1 6 : 4, 4-y7iz;Hl- [4- (2-^h+y7xZJ|/) 

\d^ s J>-i-^M -5- (h->;uray) ^>*> 

###JIIA- 1 7 : 4, 4-y7x^-5-^y^7$y-l- (4-7x- 
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###JIIA- 1 8 : 5 -^>t'>XM-Jl/7=y - 4, 4-y7xZ^-l- 

#%0>JIIA- 1 9 : 4, 4-/71-^-1- (4-7xZjHf^'JyV) -5 

- (2, 4, 6- hU^^J^>1f>XJ^-;|/7^y) ^>^> 

5 ###JIIA-2 0 : 4, 4-^^x-;U- 1 - (4-7x";Hf^<Jy7) -5 

- (2, 4, 6- hU-f vyptf;^>-ti>x;i/^zi;i/Tsy) ^>^> 

##0!|IIA-2 1 : 4, 4 -^7x-^- 5 - ( 1 ;U7^ y» 

) -1- (4-7x-;Hf^'Jy;) ^>?> 

###JIIA-2 2 : 4, 4-^7i-^-5- ( 2 -:h:7^;i/7JMw;i/75 J 

io ) -l - u-^^nf^UvV) ^>^> 

#%#JIIA-2 3 : 3, 4-ykHD-6-^^y-l' - ( 5 -7-fe^;i/7 
57-4, 4->?^x— )V^>^)V) 7,\f.U (1H) , 2' - 

##0iJIIA- 2 4 : 3, 4-ytHD-6-^h*y-l' - (5->yJl/75 
15 /-4, 4-^7x-M>f;W XtfD [^7^U>- 2 (1H) , 2' -bf 
^'Jy» 2%B|Jft 

##WlA-2 5 : 4- (4-7DD7xrjl/) - 5 -*;l^;U7 5 / - 4 - 7 
xz;i/-l- (4-7x^Hf^'Jy/) ^>^> 

##0iJIIA-2 6 : 4- (4-^DD7x-JW - 5 — ;P7 S / -4-7 

20 1 - (4-7 3i~)\s¥^7i/>- 1 — <)l) ^>9> 

#%0iJIIA- 2 7 : 4- (4-7nD7xZJl/) -1- [4 - (4-7;M-P7 

xzjw tr^^> ? >- i --r;w - 5-^5jV7sy - 4 -7x:i;w*>:?> 

###JIIA-2 8 : 4- (4-^DD7x-;W -1- [4 - (•77xZj^5 : 

25 ;w tf^s;>- 1 — r;W - 5 -*;i^;U75 / - 4-7xzm>^> 

###JIIA- 2 9 : 5 -*;u$;^75/-4- (4 h+y7x";i/) -4- 
^ai-;^- 1 - (4-7x-^e^'Jy/) ^>^> m&M. 

0 : 4- (4-* h+y7x-;W -5- (1-^7^^* 
-;i/75 7) -4-7i-;hl- (4-7xrMf^iJy7) ^>?> 
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###JIIA-3 1 : 4, 4-fc*7> (4-^OP7irjW - 1 - [4- (4-7 

M07.X-M tf^^v>- 1 - 5 - (sjyu5;P75y) _^>^>. 2 

##MHA-3 2 : 4, 4-t:7 (4-^OD7i-JW -1- C4 - (4-7 
5 MD7x-JW fcf^~7>- 1 — f;w -5- (*<>;K7^/) ^>^> 2 

#%09IIA-3 3 : 4. 4~t?X (4-^7PD7x3) -1- C4- (4-7 

j^d7i-;w tf^^v>-i — r;K) -5 - (hv;ux^/) ^>^> 2 

10 ###JIIA-3 4 : 1- (4 - (4-7^07ir fc?^>>>- 1 — OP 
] - 6 -*J^^7Sy- 5, 5-y7x- ;P^\+1t> 24i^iS 
###JIIA-35: 1- C4 - (4-7M07xZJW kf^^> ? >- 1 — OV 
] -6-^;W^;UT^/-4, 4-y7x^K^> 2^m 
#%#JIIA-3 6 : 4, 4-X7X-JP-1- (4 -7ac-;Hf^U vVJ -6 

is - (h->;i/T$y) ^it> &&& 

###JIIA-3 7 : 3, 4-ykHP-6-^h+y-l' - (6-Tir^l/T 
^7-4, 4-i?7x=;iA*«>JW XhfD C^"7^U>-2 ( 1 H) , 2' - 

#^0)JIIA-3 8 : 3, 4-^kHo-6-^h+y-l' - (6 - hy^75 
20 /-4, 4-y7xrM+y;W 7.kfD C^"7^U>-2 ( 1 H) , 2' -If 

###JIIA-3 9 : 3, 4-ykKo-6-^h+y-l' - (6-^>>UP7 
57-4, 4-> J 7ai-;P^->;i/) Xfcfn (^-7^lx>-2 (1H) , 2' - 

25 ##0*J1B-1 : 5- [4- (4-^.PD7x-JW - 4 - t h'O^vhf^'J V 
/] - 1 -*;i^;PX^/-2, 2-y7xZJK>^> 
##0UB-2 : 5- [4- (4-7KD7xr;W M^ 9 J>-\-^')V\ 
. -2, 2-y7x-JK>^> 2&&m 

###JlB-3: l-*M;i/75/-5- (4 - 1 K D^->- 4 - 7x-;Utf 
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^>jyv) -2, 2-^*7i-m>^> mmm 

pmmiB-4 : 5- [4- (4- h'j7Jl/tD^^7xZ^) -4_-tKD 

##0UB-5 : 5- [4- [3, 5 -EX (h'j7Jl/tD^fJP) ^x~;H 
5 -4-kHD*y^'Jy7] -1-^5^7=7-2, 2-v7x-M> 

##0UB-6 : 5- [4- (3, 5 - S?£ P D^x— ;» -4-tKP^tf 
^U^7] -1-^5^7=7-2, 2-y7i-M>^> 
##0l|lB-7 : 5- [4- (4-7oo7i-;i/) -1, 2, 3, 6 -"rY'y 
10 bHPtf'J> ? >-l — r;H -1-^5^75 7-2, 2-77i-JK>5' 

#^JlB-8 : l-*M^757-2, 2 -v^x"^- 5 - (4-:7x~ 
;Hf^'Jy7) ^>*> 

##0UB-9 : 5- [4- (4-^DD7xZJW If^USV] - 1 -*;U5 

15 ;U75 7 - 2, 2 -isyx.-ji'ozy mmm. 

##M1B-10:7 - [4- (4-^OD7i^W - 4 - t H P^^tf^U 
^7] - 1 -^;U5;U757-4, 4 -^7i-;i/^\-7°^> 
###I2B-1 : 5- [4- (4-7MD7x-;W -4-tFD^>^'J 
^7] - 1 -*;U5^757- 2, 2-y7iXM>^7 

20 ###)2 B-2 : 1 -*;i/5;i/757- 5 - [4 - 1 H D>^- 4 - (4-*h 
+y7x-JW tf^Uv J 7] -2, 2-y7x"JK>^> 
###|2B-3 : l-*;l/5;i/757-5- [4 - k Kp^->- 4 - (2-fcT»J 
>W fcf^'J> f 7] -2, 2->?>'x-;i/^>^> 2^^ 
###J3B-1 : 1 -7-fe^757-5- [4- (4-^PD7i-JW -4 

25 -t Ka^r->tf^U^7] -2, 2-y7i-M>^> 

###J3B-2 : 1 -7-feh7ir^;U757- 5 - [4- (4-^PP7x~;P 
) -4-tHD*J/^'J^7] -2, 2-y7xzM>^> Wm. 
#%0<J3B-3:N- [5- [4- (4-^DD7xZJW -4-kKP*->tf 
^Uv*7] -2, 2-V7x-—)\,^yj-)V\ X^'»7 5HiX5 : JI/ 
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###J3B-4:N- [5- [4- (4 □ D7xz;0 -4-fcKo^->tf 
. . ^JJ - 2 , 2 -y7i-JK>fJH 7.0 is>7=i HK .. .. 

#%#]3B-5 : 1- [5- [4- (4-^007i"JW - 4 - fc F D^vhT 
^■J>V] -2, 2 -y7z-M>fJH -Z-3L^)W\s7 
5 #%#J3B-6:N- [5- [4- (4-^on7i"JW -4-tKo^'>tf 
^D>V] -2, 2-y7x-;K>5 1 JH ^^>X;U*>T^H 
##0*1 3 B — 7 : 7x-^ N— [5- [4- (4-7D07irjW -4-t 

Kn^v'twjvV] -2, 2-v f ^i-;i/^>^;u] 

3 B - 8 : 1 -T-fe^;i/T^y- 5- [4- (4-7DD7x-JW - 
10 4-t KD^xt^UvV] - 2-7x- ;i^-2- (2-tfU> ? ;i/)^>^> 2 

###|3B-9:N- [5- [4- (4 - ? an? x.~)l) -4-tKo+ylf 

^u>v] -2, 2-z^y^jv^>^ju] K&x^;u 

###|3 B- 1 0 : N- [5- [4- (4~^OD7x-JW -4-.tHO*y 

15 twjsv] -2, 2-^7izm>?;w 7Dt$hm^ 

###J3 B - 1 1 : N— [5 - [4- (4-^PD7x-;W + y 

twjsv] -2, 2-^7x-M>f;W 

HJS^Ji :^>> f ;p 2-((2, 2->?7x xjw-5-(4-:7 xx;p t'* U >v ) ^>^;w 

7^/)-2-t+VI^;i//U-h ftBIJft 
20 nffiM 2 iter 1-7^)1 2- ( (2, 2-y 7 x z;k5- (4-7 x^;> H ^ U 7 ) ^ >^ 

HJS0U3 : 4,4-> ? 7xx;P-7-(4->'3ix;ue^U^y)'\y^;l'T5> 2M 

: N-(4,4-i/7x;X;U-7-(4-7a:X;Hf^'J^y)^\'7 p ^;U)-4-y^JP 

HJ£0iJ 6 : N-^ > >?;W-N- (4, 4->> 7 x X ;U-7- (4- 7 x X ;U t ^ U 5? / ) ^ 7° 
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H»J7 :N-(4,4-y7injH-(4-7i-;Hf^'JyV)'\yfJW-N-(3-/ h 
*^>^W75> 2^& 

mmm8 :N-(4,4-^7x^ ;u-7-(4-^x-;utr^u> ? y)'\^;u)-N-(2->. h 
^ > 5?;W 75> 2 %EI% 
5 mmm9 :N-(4,4-J?7z- ;i/-7-(4->'ai-;Hf^'J>?/)^\^;U)-N-(2-7;i/ 

* 

tD^>yJW75> 2l&m*k 

^SS0!ll 1 : N- (4, 4-v 5 7 x (4- 7 1 - JHf ^ 'J ^ / ) A ^Jl/) -2-7 x 
10 -Jl7-iz^^ K 

^J60U 2 : N-(4,4->J7ir JI/-7- (4-7 x - Jl/ tf < U y 7 ) -N- (2- 

fl-;MfJW75> 2*&l^lk 

;p) -n-^ ^;i/T a > 2 

15 USS^J 1 4 ~HS£0iJ 13 1 <D\Y&m» 
±m<Dit-&W (I) <E>5^ 5$ 




C5£^ R 23 (J/\D^r>l|f <#K 7->iIf, mm^. H7Mf) . C> 

_ 6 y;i/n^-> (#1, *t^->, ^cfctfc^e^M^ (#u 

20 X3MI/) ^ 6/&£ig£^ LT V>T feck H C 7 _ ! 6 7 ^Jl*)l* 

m (#J> *^U>, X.^U>, bVt^Uy) X 5 liCH, C-OH£fcte 
25 ) ^cteC.-gT^Hn^vS (0»J, *h*->, Ih^y 7°P^y) £r;R 26 
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m?. AD^>gf m> yymm^, mmm=?-* Bomm.^) , /\ay>fts 
5 #re&3o 

R 23 iLtii ^ >v?;u^->^;^-;P7 ^ y tn E^m-t* c , _ 3 
S (#1, y^;k x^;k ^ntf;i/) "fc£**$?3:Ln. 

10 Y^itfY'tl/rte, TK^m^WSUV^o 
R 26 <hbTtt. **JRW«F*UV^ 

(I a) CDJI##J£LTte, JIJS01J1, 57, 58, 75, 76, 77 
,80 103 ©Yt-&4&fr 

*fc,-«WBbfcsc (i b) (i c) -c&tDzn&ik&mzirci&toMb 
15 mm.mt&wv$>z>o 

'fb^(Ib) ©I^JiLTtt, 5I»J4 4, 45, 47, 10 4, 105 
, 1 0 6, 1 0 7, 1 0 8, 1 0 9, 1 1 5, 1 1 6, 1 1 7, 1 1 8, 1 2 0 
, 121, 122, 124, 125, 127, 128, 1 3 0^«13 1^l: 

20 it&M (I c) CDA#«3|<hbT«, HMJ5 1, 5 9, 6 5©ffc^» 

mits mtc, fnfcimm&mzisXit&m a a) \zmtr^it^m. nmmz 

25 i OiJOTK^^i:^®^ LT^^J (I a) C^tT3{b^T&oT£^o 

(I a) ©-/DK77^tbTH <t&® (I a) OT^yS^T^ 

ft, T)i*Mt. o/uWtitf£tiftit^m it^m n a) ©75^1^ 

m^-y-OHt, 77— ;Hb, ^>^7£ y^;^-;wb, (5-^^-2- 



WO 01/21169 



V 



83 



PCT/JP00/06376 



ay^-Mt. IfD'JyjMfM, fcfA'D^^S^^Hfc, tert-7 
^JHtZtLfzitSMteE). ;tt&m (la) (DimmpVZ . mJHb, 
SiKftSnfcflS^Kl (#K (I a) ©TKBI^T-fe^JHt, 

J^Z^t+yX^UXfJML 7^>J^XXfM, (5-^^-2- 

tf^n^o iine>©ft^fie^a©^ic<koT^^i da) a>e>8err 

*5£W<D<t&W (I a) ©7"oH7>^tt, JkJH«j£l 9 9 O^TU 
15 Ifp©i^j ^7#5^«:tH 6 31*^1 9 8JHzmm£*lT^2>&5te. £ 
SMiftTft^i (la) tc^bT^>t)<DTa&oTt)ck^o 

(lb) , (Ic)li 7 4 PH77^LTffl^Tt)j:<, ^DK7 

y^tbxii Mmk-sm da) ©7"n H7y^»fe^we>n§. 
fb^#i (i) fim&mf&v. ^nfimm&hhTm^znzm^ ttn-tmm 

mmmzff®-2nz>m.£i<Ttt. m?L&. mmm, mmm v>m&. ~u > 

, ^U^>m^. fiHBIifi. 3A^St, ^x>il. ¥L®^ ;* 
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(i) ^rc«^o^«, 3 h, i4 c, 35 s, 125 

K&m (I) S^c^Oltt, *fe!k«rz?*oT*K **n$fcrr&oTt> 

io <kt^o 

#PI¥8-2 5 3 44 7^i, 0-8 1 6 6 5^i. #H§¥1 

1 - 7 1 3 5 0^a^:i:tcjS«$nT^S^»^Vitt-en^ipi;s^rffi*c 

15 MMi. it-Sto (I a) 2Ht\,Z*:<DmZ. ^ 




R 23 -COOH ( I a - 2) 
20 ffo-£-&T7z/Mk-rz>i)K ^ 
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R 32 -X (I a — 4) 

It£,*_, R 32 fic. 7 _. 16 T7;wu^->-*;i/^-;>s^, x«ms^t 

ffc-&$> (lb) i£ 




5 v ( I b- 1) 

R 29 -A 1 k 3 -COOH (Ib-2) 

10 ik&m ( I c ) j£ 




(1) Al k 2 ^liI&fLTHTt) ( k^C 1 . 6 7;^l/>lO^ 3£ 
R 31 -A 1 k 3 -NR 30 -A 1 k 2 -COOH (Ic-2) 

(2) A 1 kaJWS^©*^ 

R 31 -A 1 k 3 -NR 30 -CO-X R 31 -Alk 3 -NCO 

(I c-3) 

( I a - 1 ) , (Ia-3) . (Ib-1) , (Ic-1) %Ltz.\tt<D 
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8 1 6 6 5^&$g, mmw- i 1 -7 135 ow£mt£&ztzmzftT^2>jjm& 

S(Ia-2), (Ib-2) £tz\t (I c — 2 ) T^^tl^Wa^OS^ 
5 ^ifttbTH it^m (Ia-2), (Ib-2) (I c — 2 ) 

s (u-4) TrmznzKfo&mmfctVTfe. 7^)v^-)v^^ts)v^ 

i£ (I c — 3) TS$n>5>S^^«:<i:UT«, ^HCX U 7c « 

T7)V*-)V&*m^>ti)vn^>w\?^ h* (#k #;ua^>^du 
20 ^-»c:«<^^h\ i-((75y)*M^w-f5^/»Ma , -rv->T 

7y;H^<k^7KK?rai £^Q<D7j& [{SJAH :*--#x^ ^7 
>^->a^-;U 7)1— Zf -7Un\s — i/3>X (ORGANIC FUNCTIONAL GROUP 
PREPARATIONS) Jg2Jig> Ttl^B.y? ZfUZft (ACADEMIC PRESS, INC.) IB 
25 fc<£>77*£] lzmCTft?Z\£&T*%Zo 

MXii. S (Ia-2), (Ib-2) £7cte (I c — 2) 
C£^ft14i£i||#&£^te ( I a - 4) , ( I c - 3) T*m-£ft2>KJfc&mm&& 
, 1^15^1, #£L<tel&^L3^M<!:<fc^t&l (la- 1) , (Ia- 
3).'(Ib-l). (Ic-1) Szcte^M.t:^ ^gMi+TS^ 
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. 7th-hu;k N, N-^^5=-;i/*;ws;u7S H (dmf) , 7-feh>, ^ 

5 ^XWKX ^^7J1~M^>K (DMSO) , *fc SW* 

10 J£S£bT«, *«tt[*t"btC^T»S. fcflMSSafclfcbTW: 

W^&S£bTtek? 'J>*>\ 2, 6-;i/5 L > ? >v h'jXW^X N, N->> 

15 <yyot?;ux^;i/7^>&£a^;f£>n, I'Tfeh'Jx^ysx n, n- 

bl. 5li0*M>ity^nA+yMMy^i H (DCC), 1- 

x^;i/-3 - (3 ->?^^;i/T^7^ntf;i/) ^ h*&&i& (wsc 

20 ) <l£Hbl. 5^») *3Ffc-RF«tt»*l't' A 

, &jo. 5^^b^2 4mr$fcfozit2>jjmz&-DXbm&T*zz>o z\<vm. 

l&^bl. 5Si©N-tHD^>^«<^5K (HOSu), 1-bKn 
^r->^>XhUTV-;U (HOB t), N-kHD + y-5-yMM>-2 
25 , 3-3>*;M?*W5 K (HONB) t±E<Dtl )Vi£>m<Dfemm*$<&l£ 
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-/d tr;i/m h U 7 )V0r □ * £ ) * « a o y ><k $ nx v » t %> <£ ^ c x _ 6 

5 T^n^v-S (#), ^h*^, ih+v', ^D^J/, hU7MD^h+y^ 

if) £^-To ] T*sn*ft^msfctt*o«tt, (i b) ^rzittom. 

, ^J^«#i¥8- 2 5 3 4 4 7^&$g, 1 0-8 1 6 6 

f ii-7i35 o^^«hicis«^nT^^^^sv^«n(c^i;s^ 



15 „ 

?Lijlj#j(^JA^ ^yK "^X, t^ty h, 

20 T^:£lC&#£n£. 

fl&SE(mal ignant mastocytosis), ^HtM^i (exogenous obesi ty), i§'f>v' 

U >-tf JlEfi^ (hyperinsulinar obesi ty), 3©Jfil5t'f4J3E^I(hyperpIasmic 
obesity), TiMHEi (hypophyseal adiposity), $ci«M^ 
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(hypoplasmic obesity), ^ttlSit^TEi^ (hypothyroid obesity), 
_T|iB1£JE?i(hypothalamic obesity). #^ttIE^^ (symptomatic obesity), /J\ 
(infantile obesity), _L¥#flE#l (upper body obesity), ^ttflEit 
m. (alimentary obesity), 1£^{£Tt£flEii(hypogonadal obesity), 
5 flEiMi®^ (systemic mastocytosis), ^MttJiE^ (simple obesi ty) , ^frfflffi 
^(central obesi ty)^<h*], MA/ut^Oiyperphagia) , mmmW* &mmmW 

<t&® (i) mittttvmmmznmistizmz* m^m. mmm^ 
■mmw* mmm&mm&* mmm&w&m. mmm&wmtiLZ). wimmitfc 

15 *%WOMC H^J^i^Ei^H •Zrn^tUk&M (I), (la) 

, (ib), (i c) mr£\z^<Dmmmzft®2tiz>m&. ^(D&Si&zMzmm 
^mzff^zn&mfcttibiz. &&&ft(D^mz'&^xmMik-?z>z.zi\z& 

imvtmmiz&rtzmm. mmmobm. mm<tm. mmm* mmm. mm<t 
, m&m. tmsu, wmm. nmmtsi£<Dmm*m^z>z\t>bxgz> 0 
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5 ->^?M^-ftMJ^A, tefiHfcgk Hd+J/^dW^d-^ (L- 

hpo &£a$#tf£n& 0 

^Jtim x;m-;k 7 p Dtfl/>^U3-;k t 

^□rf-;k zr^ift, h^nnvjs&^w ens. 
10 -;k d-v>-i — ;k §fcjg.#&'*>$;;k x^y— ;k hUxT^/^^> 

15 A, &<ffc^>-t:>X^A> Xf7 'J >iif'J t U>^i:©#Iffif |J ; M 
AfcTtfU \Z-)\,T)Vn—)V, #»J t*x;i/tro»j K>, #;M^v*^;kte;un 

ens. 

20 fci^tf, ^hm D-y;nf i — ;k ^b^hu^A, 

if^jtLtd ^jx.«, u>»*, mmm. mmm. zz-ymmzEnm 

mmtmiiisTte. mz-H* ^y^)V7)V3—)vuEifimi^ti^> 9 
25 mmmtvxi^ mm** ;^t+^ifiixfm tuu-rt?;- 

;k ^>>>;k7;n3— ;k 7x^^i/7;^-jk fkKam y;nf>* 
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. . . _-trju^^), mm^^^mom; away («,_ &r&#m ^m^mmnu m 

n&)(M. mm, m.m. &m&^m\z$:±\z8i^?z>tzitfx&z> 0 

*?sw<DMCH%iijim*<D<t&%i (i) $ifctz^<Dmmmzm-®2tiz>m<D 
^mm. &&z$*mw<Dmmmf&®)*<D<k€r® (u), db), (i c) ^ 

15 $>z>it%m (i), cia), (ib), (ic) &rM*:<Dmmmzn&t£nz>m. 

L It, *U0. l^ll?I5 0 0mg, ff$L<^l^^ti^J10 0mg, 
SSfc#SU<tt«5&t>U&l 0 OmgtfeO, £CD»£ 1 0 iu^v&m 
lZfttfTn-$-?2>Z\£tf-C%Z>. 

j , rH^^Hj . m^&mi s mo-D^i taatmtfzti&o cms 
±15 mmmmmm tutu -f^'j^Mii, -r>xu 
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. ?W>II) > JTT-5 0 1, G I — 2 6 2 5.7 0 v MCC— 5 5 5> YM 
-440. DRF-2 5 9 3, BM- 13-1258, KRP-2 9 7, R-l 
1 9 7 0 2, CS- 0 1 .lt3L£tfm-f ZftZo 

10 i^U — H, ^3^U — H (KAD-1 2 2 9) , J TT- 6 0 8&£^#tf£>n 
M97^ F&liUm, ;*h*;i^>, ^;U5>> 7i»$ 

20 7>7*>V&Z>^\ZMmfc INS-IKE) T*otfeJ:l». 

fc*s, < >*y>icwu sis^ -«m> *mm* nwmtzEm* 

25 0 3 7 H Ui- U >&&&ftmmi: UT}1 AJ-9 6 7 7, BMS — 

196085, SB-2 2 6 5 5 2, AZ40140 t&Eifimi e>ns. 

h\ V-f=5->, BAY-27-9955&£5&*#tf S>tl3. 
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y b ; -i^UXPy b ; b ; SNK- 8 6 0; b ; 

AR I - 5 0 9 ; AS - 3 2 0 1 U£tfmft>nZ>* 

^□tM' ^CmmmtVTit. M&tt. NGF, LY-333531&£j&^tf£ 
10 , j*t>^> (memantine) , WK'J> (pimagedl ine ; ALT-71 1) &<>:/^ 

25 >7^^^tf^n^o 

# U^A^>*;Mf{§P^<!:bTte, 0U;Lfcr, 1/77D7*UA. L-27152, 
AL 0671, NIP-121fc£j&t3Hf 
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Vfri/JJ-)^ JVW)V*>* /f J>fWl^>, CS-866 V milfcZtfimVfZtl* 

o 
o 

15 ^y-tVtA. ^D+UV^A* ^DT-tfAA, O^-tfAA, X 

Huts bfe#rfflfflm^j©^#NF»i«Rg^^n-r, m c nmmm^r^mm^m 

tw\ (i) MCHjsj^j$fcttEisu6«t#fflffliiai*ra«ffc!i 
(3) MCHmtffl&Mzmm^to£mmmm#}£&m*\zWMkVTft 
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muz&5-m&x<Dmm&^ (5) mch ffirffl&ttitmm&jtmtmmmm 
m t £su « \zmm<t i> xm <=> n& 2 mommomfc z> ^m^xoymmm 

10 *&wit. 2 zizTtttmmm. mmm. mm&u mmmz&^xmi><mw 
$ns^ z\nt><DMiz*5£w&m.fe-rz>'b<DXii?3:<. iztt&w&mm&ik 
w,Lmmmxmt-z-&xh<k^ 0 



15 s : >'>^1/^ h (singlet) 

d : yzfUv b (doublet) 

t : h (triplet) 

q : 9 7)]/zry h (quartet) 

. m : TJ^^l/y h (multiplet) 

20 br : ^D—K (broad) 

brs : :/D— Yi/>tfUy Y (broad singlet) 

ABq : AB^7^T7b (ABquartet) 

dd : ?y)V#7Vv V (double doublet) 

J : >^^^[(coupl ing constant) 

25 Hz : (Hertz) 

CDCI3 : ii7DO*;i/A 

THF : fh7th*D77> 

DMF : N.N-v^^MvlUAT^ K 

DMSO : ^/^X^^yK 
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UPAC-IUB Commision on Biochemical Nom 
e n c 1 a t u r e iz£&mn&2>M*^Wiftmiz&ftZ>mmffin\zg-3< & 



DNA 


: 5***~>g«ftRBft 


c DNA 




A 


: T^zl > 


T 


: 


G 


: ^T-> 


C 




RNA 


: g 


mRNA 




d ATP 


: f^'>7ry -»E'J > 


dTTP 




d G'T P 


: f^y^7/-»EU > 


dCTP 


: v V >H g 


ATP 


: Tzr J S>>- g 


EDTA 


: Ifl/>y7$>Ell 


SDS 


: F^>;H5ft^hg^A 


E I A 


: x>-tf-r A-rA/T^-fe-r 


G 1 y 


:^g-» 


A 1 a 


: T^— > 


Va 1 


: A'J> 


Leu 


: o-r>» 


I 1 e 




S e r 


: -k g > 


Th r 





WO 01/21169 



m 



97 



PCT/JP00/06376 





Cy s 








Me t 








G 1 u 


: ?)i?^>m 






Asp 


: TX/^^r>m 




5 


L y s 


: Vz?> 






Arg 








H i s 


: tXfy> 






Ph e 


: 7x-J1^77^> 






Ty r 






10 


Tr p 


: h'J^h77> 






Pro 


:7*D'J> 






A s n 


: 7X/t7^> 






G 1 n 


: y;p*^> 






pG 1 






15 


Me 








E t 








Bu 








Ph 








TC 




(R) k* 


20 









To s 
CHO 
Bz 1 
25 C 1 2 B z 1 
B om 
Z 

C 1 -Z 
Br-Z 



p- h;kr>*;ptfei;p 

2, 6-y7PDWJl/ 
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B O C 

;DNP 
Tr t 
Bum 
Fmo c 
HOB t 
HOOB t 

HONB 



t - ^h + y*;^-;i' 

t -y^y^^P 

1 -t HP^r->^>Xh'JTy-;U 
3, 4-ytHD-3-kHD+y-4-t+y- 
1, 2, 3-^>7h'J7y> 
N-kHn^y-5-yMM>-2, 3-^;P 
10 ^W^H 

DCC : N, N' -v'Sy^D^v;^;^^^ H 

WSC : (3 -v^^^T^y^Ptf;!/) fc^ 

DMA P : 4-y^^75;ifJ^> 

15 IPE : vM' y^atfJUX— xJl" 

THF :f h7kN*D77> 

DMF :N, N-y7fMM75H 

CS2^iJ#^ : 1 3 

20 7 7 bSLC-l^zn-KTScDNAOT^'J — X>^tC&ffl Lfc^J&DNA£^T«, 
^ ^ HSLC-1 £3- FT 3cDNA<£>X^ U -x>>flc&ffl Isfr&f&VM&Tr:'?. 

m&mm: 3] 

25 C@a^iJ#^ : 4] 

SLC-lcDNA<D^S@S^iJ$r^To 

77 hsic-mmaiQfflmv>&t7 u— >\z&rtz>sLc-iimk<DmmM&mjk-?2> 
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tt\zm.mist^)#7u-'J (riboprobe) Sr^fc 
_ tiE5Wt:.6.) 

(g2^iJ#^: 7) 

CgH^iJ#^: 8] 
k hSLC-l£3- K-r^cDNA^JgSMS^J^^i". 
CK#I#^: 9] 

b h SLC-\ <D±T 2. /mffim&jfrto 
10 CSH^iJ#^ : 1 0] 

h hSLC-l(S)^rZi- H-r-5cDNAC7)X^ U -->^i'^ffl Lfc-^DNA^-T. 
CI5^J#-^ ill) 

t hSLC-l(S)£n- KT^cDNAOT^ U — ->^ld^ffl L^^DNASr^-To 
C@2^J#^: 1 2) 

15 t hSLC-l(L)£:3— HTScDNAOX^ U — n>£ffcttfl! Vtz.tiffiMk&m't* 
C@B^J#^: 1 3) 

t hSLC-l(L)£3-KT<2>cDNA£>Xi7 U -~>^K&ffl L/i^J&DNA£^-r o 
C@H?U3Mf : 14) . 
5'WCSal IK»E3F«J*^Jn$n, Sfc3'ffliJ^Spe I^E^J^ilD^nfct h 
20 SLC-KS) cDM<D±&mmm&7ik-?o 
CBB?U#*t : 15) 

5'{Kjtcsai iMmmm&ttmzn. ttymzsve immmm^ma^nr^b 

SLC-KL) cmh<b±i&&M&l&m-to 
C@H^iJ#^: 1 6) 

25 t hSLc-i (s> ftmcmifflm&&tft bsix-i a) 9tmcmmm<D^^7 o->ct3 

^^SLC-lmRNAtD^S^ay^t-^/cfetC^L/^U^^ni--^ (riboprobe) £ 

##0»J6 D-ef#e>nfeg25U#-^ : 9T^;m&&SI2?iJ£::3-- KT<SDNA£^ 
tr/^*^ h*l3<fc£>7£K^&#: Escherichia coli DH10B/phSLClL8«, 1 1 
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¥2s i afrzm&mmm^m&ffi&^ji^jimmmmftm (n i bh) \zm 

_f£#-^FERM BP-6 63 2tUT.¥riEl 1 ¥ 1 R 2 1 B*»6lfaftA • 

mwmim (ifo) ksfk*^ ifo i 6 2 5 4 <>= LxfK^nto^. 



5 ms^i 

OTtf>##0ll I A-IVAfcL 4#§S¥8 - 2 5 3 4 4 7 ^$8fCftoT§!iii-r& 

#%#J I A - 1 : 1- ( 5 -757 - 4, 4-y7xrM>5 1 jW -4-^x 
— ;i/tf^Uv ? > 1- (5-$M7$/-4, 4-iSyx.ZL )V^>=?)V) -4 
10 -7i- )V\f.^)zs> 

##MlA-2 : 3, 4-yhh*o-6-/h+y-l' ~ (5-75/ - 4, 
4-y7xZM>fJW T.tfO [±7&V>-2 (1H) , 2' -t?^U^> 
] 

##0!lIA-3 : 1- C5-T^y-4- (4 h^v^o:n;P) -4-7i 

15 ~;i/^>^;W -4-^i-;ptf^'j> ? > 

###|IA-4 : 1- C5-T^y-4, 4 - tfX (4-^DD7xZJW ^> 

-4- (4-7MD7XZJW tf^^> ? > 
##0>JIA-5 : 3, 4-ytKD-6-^K+y-l' - (6-7^7-4, 
4->*7x-JK^yJW XtfP C^"7^l/>-2 ( 1 H) . 2' - tf^U> ? > 
20 ] 

_ ###IIA-6: 3, 4-^kFD-6, 7 1 ' - (7-7 = 
7-4, 4->?^xn;i/^\^>ll/) XtfD Ur75?U>-2 (1H) , 2' -fc! 

###JIIA-1 : 1- (N, N-^*^;P75/) -4, 4-y7x-;i/-5- 

25 (^=;P7 = y) ^>^> 

##0»JIIA-2 : 1- (N-^>^;i/-N-y^;i/T= y) -4, 4-77i- 

;i/-5- (^;u^;PT=iy) ^>^> 

#%MHA-3 : 4, 4-y7x-Jl/-5-*MJl'75y-l- (^;U*U/ 
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#%#JIIA-4 : 4, 4-y7x-;P-5-*^>75/- 1 - (2, 3, 4 
. , 5rfh7kKn-l H — 3 — /<>XTif tf > - 3 — 1 M *>_9>_ mmm. 
###JIIA- 5 : 4, 4— 77x3-5-*;l^;W7^y- 1 - (4-7iZ 

5 ###]iia-6: l- C4 - (4-7;M"D7x:3) tr^7>- l — r;W 
- 5 -^5Jl/75y-4, 4-y7x"JK>^> 2&M& 
###|IIA-7 : 3, 4-yhh'D-6-^h + y-l' - ( 5 —fo)V^)V7=L 
y-4, 4-77x:3^>^;» XfcfO X±7*U>-2 ( 1 H) , 2 ' - 1? 
^U7>] 2J»tt[ 

io mmmuA-8 1 -^>7;u7^y-4, 4-/7x3- 5 - (hv^ra 
y) ^>^> J£&m 

mmWUA-9 : 1- (N-^>^;P-N-^^T^y) -4, 4-y7i- 

##0ijIIA- 1 0 : 4, 4-y7x-^-l- ( 3 h D^>5?;i/75 7 ) - 
15 5- (h>-;i/7$/) ^>^> J£BI£ 

##0»JIIA-1 1:1- (3-757^>y^75 7) -4, 4-77i3- 
5- (h^UT^y) ^>^> 

#%#|IIA-12 : 4, 4-77x^-1- [3- b^7#;i/#3) ^ 

>7;i/7^y] -5- (hy;i/757) ^>^> 

20 #%0iJIIA- 1 3 : 4, 4-/7x3- 1 - ( 2 - tfn U;W7$ 7 ) -5- ( 
###JIIA- 1 4 : 4, 4-77x3- 1 - (l^t^W>;) - 

5- (h->;uT^y) ^>^> ttifttt 

##0*JIIA- 15:4, 4-77x3-1- (4 - 7xrJHf^77>- 1 -. 
25 -5- (h7;UT^y) ^7^7 

###|IIA- 1 6 : 4, 4-77x3-1- C4- (2-^^/7x3) 

tr^77>- 1 -<;io -5- ( h 7;i/7 a y ) ^7*7 msm 

mmmilA- 1 7 : 4, 4-77x3-5-^/;i/7^;-l- (4 -7x" 
JHf^'JyV) ^7^7 Jg^Jft 
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##0iJIIA-18 : 5-^>-tl>X;U*-,U/y^y-4, 4-V7X-J1'- 1 - 
mmMUA- 1 9 : 4, 4-y7xZ;H l - U-^xr^Hf^UvV) -5 

- (2, 4, 6- h>j^^;^>if>7.;^n;i^T^y) ^>^> 

5 ###JIIA- 2 0 : 4, 4-y'7iZJl/- 1 - (4 -7xr;Hf ^>J >V) -5 

- (2, 4, 6- hu-rvyne;i/^>if>x;u*— ;u7^y) ^>^> 

##0»JIIA-2 1 : 4, 4-y7xZ;P- 5- (1 -^^I^Mn— 

) -l - (4-7x— ;nf<^u^y) ^>?> 

###!HA-2 2 : 4, 4-> J ^x-;i/- 5 - ( 2 —)-y^)V7,)V^ZL)VT J 
10 ) -1- (4-7x- JHf^'JvV) ^>^> 

###]IIA-2 3 : 3, 4-ykh'0-6-^h^y-r - ( 5 -T-k^T 
^7-4, 4-y7x-JK>f;W XtTD 0:7^ U>- 2 ( 1 H) , 2' - 

###|IIA-2 4 : 3, 4-ytKP-6-^ h^>-- 1 ' - (5- hyJl/75 
15 y-4, 4-y7x-M>f;W XfcfP C^~^^l^>-2 ( 1 H) , 2 ' - fc? 

#%MIIA - 2 5:4- (4-9UU-7jl-)1) - 5 -*;i^;P75 7 - 4 - 7 

i - (4-7oi-;i/tr^'j> ? y) ^>^> &Bg*£ 

###JIIA- 2 6:4- (4-^OD7i-;W - 5 -*;U5;l/T^ 7-4-7 

20 ;u- 1 - (4-7xrjnf^7y>- i — r;p) ^>^> 2^^ 

###JIIA- 2 7:4- (4-7DD7x-JW - 1 - [4- (4-7MD7 

x-;w tr^^^>-i — r;W - 5 / - 4-7^-)i^>?> 

###IIIA-2 8 : 4- (4-^DD7i-JW -1- [4 - (i^7i- 
###iJIIA-2 9 : 5—fc)l5.)l75./-4- (4 h + y7xz;W -4- 

7x-;hi- (4-^x-;utf^'j> ; /) ^>^> 

###JIIA-3 0 : 4- (4-/h*y7xz;i/) -5- U -±y=f-)V7s)V^ 
-)17S.S) -4-73L-A-1- (4-7x-;P^'Jy/) ^>^> 
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. ##MlIA- 3 .1 : 4, 4-fc?7 (4-^DD7i-JW -1- [4 - (4 -"7 
5 ###JIIA- 3 2 : 4, 4-fX (4-^DU7x->lW -1- [4- (4-7 

MD7irj|/) tf^^>^>- l --f ;H -5 - (*~>;i/7-57) ^>^> 2 

###JII A- 3 3:4, 4-tf7 (4-7nD7x'JW -1- [4- (4-7 

•MD7i^i/) tf^^>?>- 1 — r;w -5- (h->;ur^y) ^>^> 2 
#%#»jiia-34: 1- C4- (4-7;M-n7jcn;io tr^7> ? >- 1 — f ;P 

3 -6-*)l>=~)l7^y - 5, 5-y7xZM+t> 2%8IJft 
mmmilA- 3 5 : 1- C4- (4-7MD7i-JW tf^^v>-l — f)l 
) -6-*;i/^;UT^7-4, 4-y7iZM+t> 2&&i& 
15 ###JIIA- 3 6 : 4, 4-y7i-JP-l- (4-7i-;Hf^'J> ? /) -6 
- (hy;i/75 7) ^-y-> &&& 

##MHA-3 7:3, 4-v^t h^rv- 1 ' - (6-7-fe^;i/7 

5/-4, 4-y7i-;K+y;W 7tfP C^7^l/>-2 ( 1 H) , 2' - 

20 ###JIIA-3 8 : 3, 4-ytHP-6-^h+y-l' - (6-h>-;U7^. 
7-4, 4-y7i-JK+yJW 7hfO C±7^1/>-2 ( 1 H) , 2' - bf 

. ^>jy» mmm. 

. ##0!|IIA-3 9 : 3, 4-ykHD-6-^ b*~>- 1 ' - (6-^>^;PT 
5 7-4, 4-y7i-M+yJW 7tfn &7&\s>-2 ( 1 H) , 2' - 

25 tf^u^>] 2mmm. 

###JIIA-4 0 : 7-7tf;i/75/-4, 4-77xZ^-l- [3- 

h^rt^aK—JM ^>^;U75 y) ^\7^> 2£gg& 

###JIIA-4 1 : 7 -Tir^;i/75 7-4, 4-y7x^-l- (0-7x 
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###|IIA-4 2 : 7 -7tt)V7^S- 1 - [2 - (6, 7 h*~>- 1 
_ ...2, 3,. 4-Th7tKot7^75y) ) -4, 4->?7ir;K^> 

###JIIA-4 3- : 7-7t^75/ - 1 - {N-^Ov^-N- (2- (6 
5 , 7-^^h^r«>-l, 2, 3, 4-fh7th'nt7^) ] 75/} -4, 
4-y7i-JK^> 2£lfi&% 

###|IIA-44: 1' - (7-T-fe^;UT^/-4, 4 - v^x— )V^J-)V 
) -3, 4-vkKu-8-^^>Xt!o C^7^U>-2 ( 1 H) , 2' - 

10 ###JIIA-4 5 : 1' - (7-7-fe?\H/X5/-4, 4-^7x^7°^ 
) -3, 4-ytHD-6-^h*y7tfP 0:7^U>-2 ( 1 H) , 2' - 

##MIIA-4 6 : 1' - (7-7-fe^;i/T^7-4, 4-y7x-W^ 
) -3, 4-yth*D-6, 7-y^h+y71fD C^7^U>-2 ( 1 H) , 
15 2' -t!^'J>?>] 2&Bg& 

###lIIA-4 7 : 1' - C7- {.l/ZW^i/KTttM 757-4, 4- 
^7jd-;^^;W -3, 4-ykFD-6, 7->f^h^^Xfcra 0:7^ 
l/>-2 (1H) , 2' -tf^Uv>] Iftflfelft 

###JIIA-4 8 : 3, 4-^kHD-6, 7 ->*j* h^v— 1 ' - C4, 4- 
20 ^^x-;U-7- (7 ji— Jl7±^)VT2.y) ^zf^-M Xtfn C^*^^U>- 
2 (1H) , 2' -e^U5?>] 

##0!lIIA-4 9 : 3, 4-ykh*D-6, 7 - h*->- 1 ' - { 4, 4- 

y7x-ji/-7- c (2-^;^D^jc-;PT-fe5 L ;w 7$/] ^\^;w 7.tr 

□ C^-7^l^>-2 (1H) , 2' -tWJ>?>] 
25 ###!IIA-5 0 : 3, 4-J?hHD-6, 7-y^h^->-l' - {4, 4- 
y'7x^- 7 - C (4-^;^P^x-;UT-fe^;W 757] XtT 
o C-7">'^l/>-2 (1H) , 2' -fcf^Uv^) M£ . 
###|IIA-5 1 : 3, 4-ixt:KD-6, 7 - K*~>- 1 ' - { 4, 4- 

y7x- ;i/-7- c (4-^PD7x-;i/7tf;w 7S/] ^\:7>;n 7ko 
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i±72u>-2 (ih) , 2' mmm 

- ##^UA-5.2:3, 4-yk.KD-6, + - {4, 4- 

y*7iZJh 7 - [ (3 -zhP7xr;i/7tfJW 7^/) ^^Jl/} Xtfo 
W-7*U>-2 (1H) , 2' -fcf*U^>0 %SI% 
5 ###JIIA-5 3 : 3, 4->>kFn-6, 7 -y?* h*>-- 1 ' - { 4, 4- 
y'7x-Jk 7 - C (4--bD7x-Jl/7t5 : JW 7S7) XtfD 
C^-^^l/>-2 (1H) , 2' -fcWJ2») tttttt 
#%0!]IIA-5 4 : 3, 4-ykHD-6, 7 -S?* h^^- 1 ' - { 4, 4- 
•77I-A-7- C (4-^^7xZjP7tf;W 75 Xtfn 
10 C^-^^W->-2 (1H) , 2' -fcWJ5?>] 

###JIIA-5 5 : 3, 4-ytHD-6, 7 -y?* 1 ' - { 4 , 4- 

>?7x-ji/-7- c (4- h>j7;vtD^f;i/7x^7t?;w 75/) ^ 
xtra c^-^^i^>-2 (ih) , 2' -twjy?>] 

###JIIA-5 6 : 3, 4-ybKn-6, 7 - h*v- 1 ' - { 4, 4- 

15 >?^x-;p-7- c (2-*v*z/7x.~)V7tt)V> 757) ^y^io xtr 

P i-)-7?U>-2 (IH) , 2' -tr^»J^>] %Kift 
#%#|IIA-5 7 : 3, 4-yth'D-6, 7 - S?pt h=^>- 1 ' - { 4 , 4- 
y7x^- 7 - C (3-^ b*Fzs7jc:— )V7tt)V) 75/1 
□ C^"^^U>-2 (IH) , 2' -tf^Uv>] 
20 ###JIIA-5 8 : 3, 4-ykFD-6, 7 - 5?* b* is- 1 ' - { 4 , 4- 
>?^ai-;i/-7- C (4-^h+y7xrj|/7W) 75 7] 's'T^H Xkf 
O C^"7^l/>-2 (IH) , 2' -fcf^U^X) Jg^m 
###|IIA-5 9 : 3, 4-ytKo-6, 7 -y?* h=^>- 1 ' - {7- [ ( 
3, 4-i>* h=lrv7x-;i/7-fe^;U) 75/] -4, 4-y7xZ;K7f^ 

25 i xifp ij-7*?\/>-2 (ih) , 2' -twjs») mmm 

#%0»JIIA-6 0 : 3, 4-ykh*o-6, 7 -y?* b*zs- 1 ' - { 4, 4- 
y7xZj|/-7- C (3, 4-^5 L U>^^>'7x-;U7-fe5F;i/) 7$/] y N 

XtTD C:h7^U>-2 (IH) , 2' -fc!^Uy*>] 
###|IIA-6 1 : 3, 4-ykKD-6, 7-y?*h=^>-l' - {4, 4- 
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y>-2 (1H) , 2' -^>Jy». Ml 

###JIIA-6 2 : 3, 4-yhh*D-6, 7->**b*>'-l' - {4, 4- 

5 ^>-2 (1H) , 2' -fcf^'JvXI Ml 

#%WIA-6 3 : 3, 4-ykh'D-6, 7 h^>- 1 ' - { 4 , 4- 
y7x-Jl/- 7 - C (3-^X-;U7-fe^) 7$/] 'NT/^W *t?D C^~7 
*l^>-2 (1H) , 2' -tf^Uv» Ml 

###|IIA-6 4 : 3, 4-J?tHn-6, 7 -5?* 1 ' - {4, 4- 

10 '77x^-7- C (3-7i^7"dW-JW ^^^} XtfD [ 

^-7^W>-2 (1H) , 2' -fcT^'J>>» Ml 

#%#|IIA-6 5 : 3, 4-5?tHU-6, 7 - b3r->- 1 ' - {4, 4- 
y7i-^-7- { C3- (4 h+y7i"JW rfuM^^M 75 / } 'S 
y°^M X¥U ij-7?U>-2 (1H) , 2' -tf^>Jy» Ml 
15 ###JIIA-6 6 : 3, 4-ybKD-6, 7 b*>-- 1 ' - { 4, 4- 
y'7x^-7- C (1 -l-y^VTttfr) X5/] 'NT^H *bfD c^-^ 
^k>-2 (1H) , 2' -tr^u>?>] Ml 

##0i|IIA-6 7 : 3, 4-yth'D-6, 7 h3^>- 1 ' - { 4 , 4- 

>?7xx;w-7- c (2-±^^;UT-b^;w 75/) ^\^;H *t?D c^-^ 

20 ^^>-2 (1H) , 2' -IWJ$?» Ml 

###|IIA-6 8 : 3, 4-ytFD-6, 7 h3r>-- 1 ' - { 4 , 4- 
MX - 7- C (4 h^'>7i— ;UTir^;U) 75 

/] ^\^;H XfcfD C^-^^l/>-2 (1H) , 2' -fcWJ5»] Ml 
###JIIIA- 1 : 

25 (1)4, 4 - S?7x-JP- 5 - b KP*y- 6 - A7*f>- h 

(2) 7- (6, 7-i?*h*is-l. 2, 3, 4-5r h^k HPt7^k>- 

2-xtfn-2' -tf^u>?>-i' — r;i/) -4, 4 5 — 'v/ 
■x->- mj;u mi 

(3) 1- (7-75; - 4, 4-^^_x^;i/- 2 -^\y^-;i/) -6' , 7'- 
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v 5 * h*zs- 1 ' , 2' , 3' , 4' -fh7th'Dt7^1/>-2' -*tfo 

-_2.- fcWJi<> . . . . _ - . 

###JIIIA- 2 : N- (7 - (6, 7 h + S'- 1 . 2, 3, 
t KDt7^1/>- 2 -XtfD- 2 ' -fcWJ>?>-l' — OW -4, 4-v 
5 7x^-5-A^f^W -3- (4-y h + ->7i-JW Zfa tf^>75 K 

###JIVA- 1 : 4, 4->*7x-^- 1 - t(6-yh^>-l, 2, 3, 4 
-rh7tHn-2 757) -7- { C3- (4-y K+y7xZ 

10 ###JIVA- 2 : 4, 4-y7irj|/-l- [3 - (4 - * v^a.— )V) tf 
^UvVD -7- { [3- (4-* V*is7^-)V) -7u\L*-M T^J\ ^ 

###IIVA- 3 : 4, 4-y'7i^-l- (4 - 7i- ;Hf^U >V ) -7- 

c (3-7x^7d^jw 75 y) s\y?> m&m. 

15 ###|IVA-4 : 4, 4 - 1 - [4- ( 3 - y h*>-;7 fcf 

^U^y) -7- C (3-^x-;uyptf^-n;u) 75y] ^y^> jtftfi^tt 

###|IVA- 5 : 4, 4-y7i^Jl/- 1 - C4 - (4 h3r~>:7a:-;|/) fcf 

^u^y] -7- { C3 - (4-^h+y7i-^) 7n tf 7 = y} ^ 

20 ###JIVA-6 : 4, 4 - 7 - { (3 - (4-^h+y7x-jW 

. 7°Dtft^;W 7=7) -1- C2, 3, 4, 5-fh7tFo-3 ( 1 H) - 

^>XT-fe*hf>-3— r;w ^\y^> mmm. 

###JIVA- 7 : 1 - C7 2, 3, 4, 5-fh7kHn-3 (1 
H) -^>X7i? tf >- 3 — OW -4, 4-y7i-^-7- { C3- (4- 
25 /h+y7x-JW ~7u]£*~)V] 757} 

#%#JIVA-8 : 4, 4-y7x-;i/-l- (7, 8-v?yh*~>-2, 3, 4 
, 5-fh7kFD-3 (1H) -^>XTifkT>-3— ( )l>) -7- { [3- 

(4-^h + y7x-Jl/) yntft-^) T= 7 ) s\Zf?> 
#%#JIVA-9: 1- (8, h=^>-6, 6 1 , 2, 3 
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, 4, FD-3-^>X*7\A>>-3-<;W -4, 4-^:7 

. . X-JI/-7 - { C3- (4->h^>7i-;W yptf») 7$;}_a^ 

###|IVA- 1 0 : 4, 4 ->*:7x~;U- 7 - { (3 - (4-^ h^>7x-Jl/ 
5 ) yDtr^-n;w T^y} -1- 2, 3, 4, 4a, 9, 10, 1 

ko^/ en ■+yy>-i--f;w ^zf#> mmm 

###)IVA-11: 1- (3-T1f-6-^^;p- 1, la, 2, 3, 4, 4 
a-^kFD-9-7MI/;>-3-'f;W -4, 4-77i-^-7- 

{ C3 - (4-^h^>7xr;w zfutt-)M 7 = ;} ^\y^> i&^m 

10 #%#JIVA- 1 2 : 3, 4-^kHD-r - {4, 4-y7i-Jl/-7- { [ 
3- (4-/h+y7iz;W ^DKtrjW T^y } ^\^;H xtfn C^-^ 
^U>-2 (1H) , 2' -edUS?>] 

##0!]IVA- 1 3 : 3, 4 -5?t Ha- 6 1 ' -{4, 4-y'7i 
n;i/-7- { C3- (4-y h+y7x-JW -futt—M 7^/} ^7^1/ 

15 } 7tfD C^">'^^>-2 (1H) , 2' -fcWJS?>] 2ttfttt 

##MIVA- 1 4 : 6-Ih+y-3, 4-ytHn-l' - {4, 4-^^x 
-;i/-7- { [3- (4-^h+y7x-;W 7utt-)V) 757} ^Zf^)V 
} XtfP C-^7^l/>-2 (1H) , 2' -fc!^'J>>>3 

###JIVA- 1 5 : 3, 4-5?fcKn-6. 7 - h^~>- 1 ' - { 4, 4- 
20 -77x^-7- { C3- (4-y/^75 7 7xz;P) ^Dlft-;W 75 

/} xtTD i<ry?\s>-2 uh) , 2' -twj5?» 

###IIVA- 1 6 : 3, 4-ykFD-6, 7 h*~>- 1 ' - { 4, 4 - 
y7x-;i/-7- { C3 - (4-7MP7x-;W y*Utt-)W 75 7} 'S 
XtfD C^-7^l^>-2 (1H) , 2' -tf^L'Ji/» JfiKJg 
25 ###JIVA- 1 7 : 3, 4-ykHO-6, 7 h^v- 1 ' - { 7 - { C 
3- (4-7oo7x-Jl/) -fu\L*~)V\ 75/} -4, 4-y7x~W 

XtfD C^-7^U>-2 (1H) , 2' -fcWJS?>] 
###JIVA- 1 8 : 3, 4-v?fc KD-6, 7 1^>- 1 ' - { 7 - { C 
3- (3, 5-z^yjl^rnyx.—M -Jutt—M 75/} -4, 4-^^x 
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-fr^Zf^M XkfO i±72\s>-2 (1H) , 2' -kWJ^>] 
##0ilIVA -19:3, 4 - ykh'D- 6, 7 - is* hfFzs- 1 ' - { 4, 4- 
y7i^-7- { (3- (4-t!'JyJW :/Dtf*-;H 75/} ^Z?^)V) 
7.\f.u 2 (1H) , 2* -bWJ5?>] 

5 ###|IVA-2 0 : 3, 4-vtKo-6, 7 h*->- 1 ' - {4, 4- 
y7x^- 7 - { [2- (5-*h*W>y» 75^} ^ 

7n fcf O OT7^l/>-2 (1H) , 2' -fcf^'Ji/>] 
##0>|IVA- 2 1 : 3, 4-ykKo-6, 7 h=^>- 1 ' - { 4, 4- 
y7x-;P-7- { C3 - (3, 4 -^fU>s;t*y7i-;W ^ntf^"-;!/ 
10 3 7^7} Xhfo C^-7'^l/>-2 (1H) , 2' -fcWJS?» & 

###IIVA-2 2 : 3, 4-ytFD-6, 7-i?^h^->-l' - {4, 4- 
^7xr;p-7-J, C3- (4-* h^rv^x— 7°n\f.jr-)V} 757} A 
XtfO C^"^^U>-2 (1H) , 2' -fcWJ5?» -l-^-> ^ 

15 

##0»JIVA-2 3 : 3, h*y- 5 -zhn- 1 * - {4 

, 4-77xZ;|/-7- { C3- (4-* b*is7^-M ^Dhf^-JW 75 
/} ^f^M XtfD (t7^I/>-2"(lH) , 2' -tf^Ui/>] 
###JIVA- 2 4 : 3, 4-ytFP-6-/ h^->- 7 -n hD- 1 ' - {4 
20 , 4-y7xZ;i/-7- { C3- (4-^h+y7xZJW zfu\ZHr~)V) 75 
/} Xtfn C^77^l/>-2 (1H) , 2' -fcf^'J>>>] 

#%#JIVA-2 5 : 7-75 7-3, 4-yt Hp- 6 h*~>- 1 ' - {4 
, 4-y7i^-7- { [3- (4-* b*is~7 7°U tf^-;U] 75 

/} Xkfa C^-^^l/>-2 (1H) , 2' -hf^U^>] 2£K 

2 5 

###IIVA-2 6: 7-7-fe^75/-3, 4 ->>h h*D- 6 h*is- 1 
' - {4, 4-^^ai-;U-7- { C3- (4 b^-^y 7dW- 
;W 75/} 'n^MW Xfcfn C^-7^1/>-2 (1H) , 2' -fcT^US»] 

*^ ^\ ^"{j?" ^ T^ jC 
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no 

#=#0»JIVA-2 7 : 7 -Ttt)V- Z , 4-yt Ho-6- / h + y- 1 ' - { 
. 4, 4-y7xZJI/-7- { C.3- (4-> h*->7i^W.yDlft^W 7 
5/} XtfD [3-?$V>-2 (1H) , 2' -tf^U^» 

5 ###JIVA-2 8 : 3, 4-S?tFn-6, 7 - 1 ' - {4 

, 4-y*7xZJl/-7- { C3- (4-/ K+y7x'JW -fU\±Hr—M 75 
/} XbTD C^:7*^>-2 (1H) , 2* -fcWJS?>] JfiBSJft 

###|IVA- 2 9 : 6, 7 -yXh^y-3, 4-yth , D-l' - {4, 4- 
y7iZJk 7 - { C3- (4-* h^y7x-JW VP^3i;W 75/} A 

10 XtTn C^-^^U->-2 (1H) , 2' -fcWJ5?>] &&& 

#%#|IVA-3 0 : 3, 4-ykh'D-r - {4, 4-y7x"JV-7- { C 
3- (4-^h+y7x-JW 75/} xeo 

?U>- 2 (1H) , 2' %8IJft 
###|IVA-3 1 : (+) -3, 4-yth'a-6-^h+y-l' - {4, 4 

15 -y*7x-^- 7 - C (4 -/h+y7xzmfW 75/) X 
fc?D Cv"7^l^>-2 (1H) , 2' -fcWJ5*>] 

###JIVA-3 2: (-) -3, 4-^tHD-6-^h+«>-l' - {4, 4 

-V7 3L-)V- 7 - [ (4-^h^J/7x-Jl'7t^l/) 75/) ^^/P} X 

bfn C^*7^l/>-2 (1H) , 2' -tf^Uv^) 
20 ###JIVA-3 3 : (-) -3, 4-yth'D-6, 7-v>*h^>-l' - { 

4, 4-77x^-7- C (4-* h^^^x-ZPT-k^) 75 7) 

;H *fc?D C^"^^U>-2 (1H) , 2' -tf^U:/» -l-^>ifiKffi 

##^JIVA- 3 4 : (-) -3, 4-yt>'D-6, 7-^/h^>-l' - { 

4, 4-/7I-J1/- 7 - C ( 4 - 7M0 7x-Jl/7t?;W 75/) <\Zf?- 
25 /U} y^fcfO C^"7^U>-2 (1H) , 2* -fcWJ5?>] 

###|IVA-3 5 : ( + ) -3, 4-S?kHn-6, 7-v ? /h^>-l' - { 

4, 4-y7x-;i/- 7 - C (4 -^l^D^x^yHfe^W 75 7) 

;U} Xfcfn 0:7^ U>- 2 (1H) , 2' -h?^U>?» 

#=%#JIVA- 3 6 : (-) -3, 4-ytKD-6, 7 1 ' - { 
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4, 4-y7x^l/-7- { (3 - (4 - 7)V*U 7x -futtZDV) T 

... 5/} ^f^-M X fcf □ l±7*V>r2 (ih) , 2; -tr^us?>] 

##0!lIVA-37: ( + ) -3, 4-vtHD-6, 7 - V* h*->- 1 ' - { 
5 4, 4-y7i-;i/-7- { [3 - (4-7MD7x-;W 7°nfcf^-;W 7 
5/} ^fJ-M XtfD C^-7^l/>-2 (1H) , 2' -kf^Uv^) 

###IIVA- 3 8 : ( + ) -3, 4-y*kK.D-6, 7-5/*h^->-l' - { 
7- { [3- (4-2uu7il-)V) ~Ju\±j;-)V) 75/} -4, 4-y7i 
10 -)V\-?3-M Xtfo C^-^^l^>-2 (1H) , 2' -fcWJ3») 

#%#|IVA-3 9 : (-) -3, 4-ytKD-6, 7-v>*h*~>-l' - { 
7- { C3- (4-^nn^ai-;U) 7utt—M 75/} -4, 4-y7x 

zdv^tj-m xtfo c^-^^i^>-2 (ih) , 2' -fcwjs?>3 

###JIVA-4 0 : (-) - 3, 4-ykHo-6, 7 1 ' - { 
15 4, 4-y7xZJl/- 7 - { [3- (4-* h^y7xZJW ^Dtf^--;W 7 
5/} ^TJ-M Xtfo (IH) , 2' -fcWJ5»3 

###JIVA-4 1 : (+) -3, 4-ykKo-6, 7 h*5^- 1 ' - { 
4, 4-y7i-Jl/- 7 - { [3- (4 - * V*l/~7 jl~)V) ZfU\f*~M 7 
20 57} s^/Z-M XfcfD (t7^U>-2 (lH) , 2' -tf^Uv?>] tffll 

###|IVA-4 2 : 3, 4-3?tHD-4' - {4, 4-^^^-;>-7- { C 
3- (4-^h + ->7x-;W -/Dtft-;!/] 75/} ^\^;i/} XhfD c^-^ 
^>-2 (IH) , 3' -^3frU>] 
25 ###|IVA-4 3 : 3, 4-yhHD-7-^^y-4' - {4, 4-y7x 
-;U-7- C3 - (4-/h + y7i-jW /) ^Zf^M X 

tfn C^^^U>-2 (IH) , 3' -^;i/*U>] 

###|IVA-4 4 : 3, 4-ytKD-6, 7 - h^->- 4 ' - { 4 , 4- 
y7x-^-7- C3- (4->h+y7x^) fcf ^-~;UT5 / ] 
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m 7.\±u (ih) , 3' -^;^a>] mm. 

#%#|IVA-4 5 : 3,. 4-ykHD-6_, 7-y^>^>-4' - *^)V- 1 
' - {4, 4 -^7jc-;U- 7 - C3- (4-^h^>7iZJW yofcft-Jl/ 

7^y) *t?D i~f7?v>-2 (ih) , 2' -tr^>>>] 2& 

5 

#%0U B-4 OBH #0fl¥l 0-8 1 6 6 5^a»CfieoT§BS«^t 

##0iJlB-l : 5- [4- (4-^PD7i-;W -4-t HD^>t:^iJy 
7] - 1 -sJs;US>l/TSy-2, 2-y7xZJK>^> mfciM. 
10 ##^J 1 B - 2 : 5- [4- (4-7MD7xz;W tf^v>- 1 
-1—^)V^)V7^J -2, 2-y7xrM>^> 2&g?& 

i b - 3 : i -^;ua;i^T^y- 5 - (4-t 

^'JyV) -2, 2 -v?"7^-;^>37> 

##0UB-4:5- [4- (4 - h U 7Mo/fJV7x^W -4-kHa 
15 ^v-tf^'Ji/y] - 1 -7tN;i^;PT^y-2, 2 -y*7x-JK>^> m&m. 
##0!llB-5: 5- [4- [3, ( h U :7;M-p*3\»U) 7 

-4-kKa+y^'Jyy] - 1 -*J^^7$y-2, 2-y7x"JK> 

#^JlB-6 : 5- [4- (3, 5-y^DQ7x-JW -4-fcKa^v-fc? 

20 ^usv] - i -*;u^;i/T5 y - 2, 2-> ? ^x-;u^>^> mmm. 

: 5- [4- (4-^DD7x^) -1, 2, 3, 6-f h7 
k KDt!'J>?>- 1 --r;U] - 1 -ft)l*)U75./-2, 2-y7x-M>^ 

##0UB-8: 1 / - 2, 2-y7x-Jl/-5- (4 -"7^- 

25 ;n£«*u>v) ^>^> 

##0UB-9 : 5- [4- (4-^OP>'ai—;W tf^USV] - 1 

- 2, 2-y7x~;K>^> 
##0!!1B-1O : 7- [4- (4-^DD7x-JW - 4 - k H tf^U 
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###J 2 B - 1 : 5- [4- (4-7M07irjl,) — 4 — h h'D + y tf ^ U 

v/] .- i -*;u^;P7^y-2, 2-y7x-M>^> 

###12 B- 2 : l-^5;i/7$;-5- [4-kHD+y-4- (4-p^h 

^•>7x-jw tf^u^y] -2, 2->?7ai-;^>^> mmm 

5 ###J 2 B - 3 : 1 -fc)lS.)l7*S - 5 - [4-th'D+v-4- (2-t!U 
3?JW tf^UvV] -2, 2-$?7a:z:;i^l>*> 2^tg 
##0*J3B-1 : 1 -7tfjl/75y - 5 - [4- 3l~)V) -4 

- k KP^S>tf^>Jv/] -2, 2-y7x-JK>^> 
#%0»J3B-2 : 1 -7irhT-t^;UT^y-5- [4- (4-^PD7xz;i, 

10 ) -4-t Fo3r->tf^U>V] -2, 2-y7x-M>^> 

###J3 B-3 : N— [5 - [4- (4-^DD7x^W -4-hKa^vlf 
^UvV] -2, 2-y7x-JK/^j 77y>7$ F^x^;P 
###J 3B-4 : N- [5- [4- (4-^OD7x'JW -4-fch*D^vfcf 
^UvV] -2, 2-i/7^-;^>^;U] X^->>7^F& 

15 #%#|3B-5 : 1- [5- [4- (4-^DD7xZJW -4-tFO^tf 
^UvV] -2, 2-y7x^M>f;i/] - 3 -X^^^l/T 

3 B - 6 : N - [5- [4- (4-^DD7 x.ZL)V) -4-fcFo*~>tf 
^'JyV] -2, 2-y7x-JK>f;H **>yUW*>75 H mBM 
##0H3B- 7 : 7xrjl/ N- [5- [4- (4-^DD7x"JW -4-t 

20 KD^>tf^U>VJ -2, 2->?^xzi;w^>^;i/] #;i//\*y-h 

##0*J3B-8 : 1 5- [4- (4 DD^o:— )V) - 
4-kKD^i/tf^'Jvy] - 2 -7i"Jk 2 - (2 -fcf U^;i/) ^>^> 2 

###|3B-9:N- [5- [4- (4-^nD7i^) -4-kHD+->H 
25 "*U5V] -2, 2-y7xZM>^H HKlf ;p %Blift 

###]3B-1 0 : N— [5- [4- (4-^po7xZJW -4-kKP+y 

tr^'jf^y] -2, 2-y7x-M>f;n 7ot$ Kix^ 

###13 B- 11 : N- C5 - [4- (4-^DD7x-JW -4-th'O + y 
tT^< U v 7 ] - 2 , 2 - y7i-;K>^W $01^ 5 KBSlf^ 
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#%#|3 B- 1 2 : N- [5- [4 — (4-^DD7x-Jl/) -4-kFD+y 
t?/SU SVJ - 2-yai-Jl- 2 - (2 - fc?U v?;U) '/*>f;JW v>7^ H 

#%#|4B-1 : 1- [5- [4- (4-^DD7i~JH -4-bKP^xfc? 
5 ^'Jy7] -2, 2-y7i-M>fJH - 3 -^>?*^U>V UT 

###|4B-2 : 1- [5- [4- (4-^OD7i^) + 
"*U5V] -2, 2 -y7i-;K>^l/] -3- (3 -t HP^v-^Dtf^) 
^1/7 &&& 

10 ###|4B-3 : 1- [5- [4- (4-^DD7ir;W -4-kFP^vtf 
^•J>V] -2, 2-> ? ^ac^;^>^;P] -3- (4-kHD+y7*^W # 

#%#J 4 B - 4 : 3- C3- [5- [4- (4-7PP7xZJW -4-kh'D 

^5>twj>v] -2, 2-^^ni-;i/^>^;u] vu^F] :/Pt?;*>Mx7- 
15 ;p 

###|4B-5 : 1- [5- [4- (4-7aP7i-iW -4-fcHP^vfcf 

^u>v] -2, 2 -^^i-;i/^>^;n -3- (2-^^7$yi^ 

) -71/7 

##^4B-6 : 1- [5- [4- (4-7007xZ;P) -4-kKP^~>k? 

20 ^u>v] -2, 2 3LZD\,s\y?-M -3- o-^x^i/T^/yptr 

###|4B-7 : 1- [5- [4- (4-7DD7xZJP) -4-fcFP=^>fcf 
^Ui^y] -2, 2-y*7xrM>fJW -3- [3- (2-tfP'JF>-l 

25 ###|4B-8 : 1- [5- [4- (4-7Pn7x"JW -4-tKP^>tf 
*<U5V] -2, 2-y7x-M>^] -3- ( 2 - hf X3MU) O 

UT 

##0tj4B-9 : 2- [3 - [5- [4- (4-^OD7x^) -4-kKP 
^tf^UvV] -2, 2-y7i-M>^] H] X^>7JP*>7 
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f#M4B-10 : 2- [3- [5- [4- (4 ->7 P ay - 4 - k K 

5 ###J5B-1 :N- [5- [4- (4-^OD7xZJW -4-kKP*~>k 
-2, 2-y7x-M>f;W Z^y>75H^ 
###15 B- 2 :N- [5- [4- (4-^DD7i-jW - 4 - b FD+.S'fc? 
^UvV] -2, 2-i?7i-JK>5 1 ;i/] Ki 

###|5B-3:N- [5- [4- (4-^DD7i-;W -4-tKo^'>lf 
10 ^USV] -2. 2-y7xrM>f^] ?Dt$M 

###15 B- 4 : N— [5- [4- (4-^OD7i-JW -4-k KP*:/k* 

^u>v] -2, 2-5?7x.—)ir*>7M b*B6 

###15 B- 5 : N- [5- [4- (4-^QD7i->lW -4-k KP=^>k 

^us>y] -2-7Z-JP-2- (2-hf»jv;u) ^>^;w t^>>t;sk& 

15 ###J6B-1 : N- [5- [4- (4-^DD7i-JW -4-tHP^v-tf 
^USV] -2, 2-y7i-M>fJH ^'JyyXfJUXf^ 2%Bg4& 
###J6B-2 : N- [5- [4- (4-7DD7xZjV) -4-kHo*ylf 

^us^y] -2, 2-^^x-;u^>^;H -4-7^/^1^ 2^1 

###J7B-1 : N- [5- [4- (4-7Pn7xZJl/) - 4 - k KD^rv-fcf 
20 ^'Jyy] -2, 2-y7x-M>f;W ^»J~» 

###J7B-2 : N- [5- [4- (4-^DD7i-JW -4-kKP3^>k 

^■jyy] -2, 2-> ? >'aix;u^>^;u] -4-T^yg&^ 

###J8B-1 : N- [5- [4- (4-70D7x-jW - 4 - k H P^P>-tf 
-2, 2-y7x-M>fJl/] -3- (3 -k KP^>k°P >J >*> 

25 -i--r;w 7*d/ , ?>7$h 

###J8B-2 : 5- (4- (4-70D7x-M - 4 - k HP+ytf^'J ^ 

y] -2, 2 -->*^rc-;u- 1 - (3-tfp'j 1 --r;w-ypk^--;u7 

###J8B-3 : 5- [4- (4-^DD7x-JW -4-kh'D+y^Uy 
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/] -1- [3- (^^7i7) -fatt-JlT^S] -2, 2-y7i- 

###J 9 B : N - [5- [4- (4 - ^ □ P 7^— )V) - 4 -t Ho+ylf^'J 
V 5 /] -2, 2-y7i-M>fJW - 3- (t-yh + ^MzJl/) 75 
5 7^0/075 H 

###I10B:N- [5- [4- 

USV] -2, 2 -v^x-JWO^lO - 3-75y7°n/\°>75 K 2^ 

###|11B:N- [5- [4- (4 -^DD7xrjl/) - 4 - 1 Kn+ytf^ 
10 USV] -2, 2-5?7.x.—)V*>>?')V] -3- (7tf;P75 7) 7°o/t>7 
5 H 

#%fl|12B:N- [5- [4- (4 o P 7 -4-tHO^>^ 
U^y] -2, 2-y7i-;K>f;H -3- C/ntf^^T^y) 7°n/^ 
>75 K 

15 ##0tJ13B: 1- [4, 4-y7x^-5- (7i-^'>*;^-^7 

a/) ^>^y-r;i/] -4- u-^dd^x— ;p> -4-tHP^^tr^u^ 
> 

##0U 4B : 1- [5- [4- (4-i?DD7x-JW - 4 - 1 KP^v-t^ 
D>V] -2, 2-v^^x— 5-^V^>^;W -3 - [3- (tFP* 

20 -» -?*Dtr;n ^i/T 

###J15B: 1- [5- [4- (4-70D7i-;W -4-kHD+y^ 

usv] -2, 2-^7x-ji/-5-t+y<>f;n -3 - [3- (>>*^;u 

757) X^;P) ^l/T 

##0U6B: 1- (5-T-fe^;PT5/-4, 4-y7i^M>^7-f;W 
25 -4- (4-7DD7i-JW -4-kHn*y^'Jy> 

###J17B:N- [5- [4- (4-^OD7i-JW - 4 - 1 K P + v-fcf^. 
USV] -2, 2-y7x-;i/-5-^V^>^] 77y>75 h*^X^;l/ 
###118B:N- [5- [4- (4 o P 7x-JW -4-tKP^^hr^ 
-2, 2->?^a:n;U-5-^y^>^;U3 77y>75 
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###]1 9B: 1- [5- [4- {A-^UUy^-)l) -4-t KP^tf^ 
_ JJ.X^] 2 - y7x-;K 5 -t^>^l/] 7 3 - [3 - (2-^ 

###J2 OB : 5- [3- (4-^OD7iZJW - 3 - t KP3^>tP >J >>> 
5 -1 — OH -2, 2-y7i^-l*J^M>5't$> 

###|2 IB: 1- [5- [4- (4-^DD7iZJl/) -3-t KP^vt^. 
US?] -2, 2-y7irM>f;W -3- [3- (hHn^y) ^U\±M 
-71/7 

###12 2B : 1 -^RJP7$y- [5- [4-t h'D+y- 4 - (4-^P 
10 U7^~)V) 'V*lM^U>'f 5>- 1 — f)V\ - 2, 2-y7x-;K>^> 

###|2 3B:5- [4- (4-i7DD7i^) - 4 - t HP^rv'tr^U >V 
] -l-*MJP757-2-7i-Jl/-2- (2 - ^X-;U) ^>^> ^ 

15 ###J24B:2, 2-t'X (4-70D7Z-JW -5 - [4- (4-7PD 
7x.~)V) -4-t KP^hWJvV] - 1 -^5^75/^>^> JftBft 

###J2 5B:N- [2, 2 - 1* (4-^DD7i^) -5- [4- (4 - 

20 

###|2 6B:N- [2, 2-t'X (4-^7D07i-^) -5 - [4- (4- 
. 7DD7x^) -4-tKD+y^'Jy;] ] ^>f;i/7^y>75 h*t 
###J2 7B-1 : 1- [5- [4- (4-^DD7i-JW -4-hh'O+y 
tf^UvV] -2, 2-y7i-JK>^] -3 - [ + 

25 ;w t^us?>-4 — r;w <y*i/7 

###|2 7B-2: 1- [5- [4- (4-^DD7iZJW 

tr^u^y] -2, 2-y7izjK>f;n -3- [2- (i-tfpu^y) 

###J27B-3 : 1- [5- [4- (4-7DD7x';W -4-t^D + y 
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tf^'J^y] -2, 2-/7i^M>f^] -3- [2- (yXW^y) 
x^;u] r»7 

###12 7B-4 : 1- [5- [4- (4-^PU7iZJW -4-th*D+y 
fcWJSV] -2, 2-^7i^K>^] - 3 - (3 -7^7 tf;U) - 
5 3-^^U^l/T 

###J2 7B-5 : 1 - [5- [4- (4-^DD7i-JW -4-tFo^> 
tf^'J->V] -2, 2-y7i-JK>fJH -3- (5-kKn^>f;i/ 
) 

###J2 7B-6 : 1- [5- [4- (4-7DP7xZJ|/) -4-kHD*'> 
10 fcWJSV] -2, 2-y7i-M>fJH -3- [2- (y^W^7) 

###J2 7B-7 : 1- [5- [4- (4 D P 7 xZJW -4-tKo+y 
fcf^U>V] -2, 2-v?7z-M>f;W -3- [2- OWKT^y) X 

15 ###j2 7B-8 : 1- [5- [4- (4-7DD7i~JW -4-tFD+y 
tf^USV] -2, 2 -^yjzx;P^>^] -3- (2-kFo + yX^l/) 

-3-7^;i/^i/T 

###)2 7B-9 : 1- C5- [4- (4-^UU7i-JW -4-kh'D+y 
tMUSV] —2. 2 -y7x-M>fJW -3- [2- (T-t^;UT^y) 
20 X3MI/] «^l^7 

###J2 7B-10 : 4- [5- [4- (4-^OD7i3) -4-tKO + 
S^fcWJSV] -2, 2-*?7x.—)\,*>>?-)V\ "y-WK8&^x^;P 
#%#J2 7B-11 : 1- [5- [4- (4-^dd^jcx;U) -4-tHD+ 
y^'Jy/] -2, 2-^^^x;p^>^;i/] - 3- (3 - 1 h*D^>7 x o^ 

25 ;W !7l/7 

#%#|2 7B-12 : 1- [5- [4- (4-7DD7i^W -4-hHD+ 
vtf^UvV] -2, 2-y7x-M>fJV] -3- ( 1 V 

###J2 7 B- 1 3 : N- [5.- [4- (4-^DD7x^) - 4 - k Kn^ 
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###|2 7B-14 : IN— [5 - [4- (4-^OD7i^) -4-kh'D 
^>fc°^U>V] -2, 2 - y7i"JK>f^] - 4 -^>-J)V\f.^~J>- 
5 1 H 

###J2 7B - 1 5 : IN- [-5- [4- (4-^DD7i^) -4-kh*P 

3^>kWJsv] -2, 2-v^ai-;^>^;w] -1, 2, 4, 

#^J2 7B-16 : IN- [5- [4- (4-^DD7i-JI/) -4-k Fo 
10 ^>fc°^Uv/] -2, 2-v?7xr;K>^] -3 - (b'J7M07t? 

###J2 7B-17 : IN- [5 - [4- (4-70D7i-iW -4-fc Kn 
^vfcf^UvV] -2, 2 -y7x-M>^] -4- (t-^h*y^ 
^it^ H) fcWJ > f >- 1 -#;P#=H^ F 
15 ###J2 7B-18: [4- [3 - [5- [4- (4-^DD7i-JW -4- 
fc FD^v-fcWJvV] -2, 2-y7irM>fM #W H] fcWJ 5V 
] IHKx^P 

###|2 7B-19 : 1- [5 - [4- (4-^DD7i-JW -4-tHn+ 
v'fc^U^/] -2, 2-y7i-M>f^] -3- [1- (h'J7Mn7 
20 tf^U 5?>- 4 — TJW ^1/7 

###J2 7B-20 : IN- [5 - [4- (4-^DD7xZ;|/) -4-tKD 
+->tf^U >V] -2, 2-y7iZM>f;H - 4 1 - tT^7 

###J2 7B-21 : IN- [5 - [4- (4-7DD7i-JW -4-fc Ko 
25 ^->fc°^'J>V] -2, 2 -y7xzJK>f>/H -4- (3-kKn+y7°a 

k°;w - i - e*^>;&;MfcHJ-s K 

#%#J2 7B-22: IN- [5- [4- (4-7DD7x-JW -4-fc Ho 
*;>fc°^U>V] -2, 2-y7i-M>f;H -4- (lK*y*M^l/ 
) -l-^7y>^M+t$F 
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#%#I2 7B-23 : IN- [5- [4- (4 - >? U U 7^-)],) -4-fc Kn 

^vtr.^'Jv^y] -2, 2-y7i-jK>?;w -4- (^i/^y 

#%0iJ2 8B-l : 3- [3- [5- [4- (4-^DD7i"JW -4-kH 
5 O^xtf^Uvy] -2, 2-y7i-M>fJH ^WT K] yntf^">^ 
###J28B-2 : 4- [3- [5-'[4- (4-^DD7x'jW -4-kH 

n^tf^Uv/] -2, 2-^^jizi;u^>^;|/] K] i&m . 

###J2 9B: IN- [5 - [4- (4-^DD7i-JW -4-t Fn^;xk° 
^U>V] -2, 2-y7xZJK>fJH fcf~ ;PX;i/^>75 H 
10 ##0"J3 OB: IN- [5 - [4- (4 D □ 7x-JU) -4-k>D^fcf 
^'Jy7] -2, 2-> ? ^x-;^>5 1 >'l/] -2- (fcfnUvV) X^;WX;M> 

#%#I3 1B:1- [5- [4- (4-^DD7i-JW -4-tHP^->tr^ 
U>V] -2, 2-y7x-;K>fJl/] -3- [3- (A^/tt-f ;i/^5^) 

15 zfu\±)V\ 

###13 2B: 1- [5- [4- (4-^007i^) -4-k Kn^->tf^ 

>jy/] -2, 2 -z?7x.—)W*>¥-)V] -3- (bf^u> ? >-4 — r;u) *JV 
y 

###13 3B-1 : 4- [4- [5- [4- (4-^DP7x-JW -4-t K 
20 D^>k!^U>>/] -2, 2 -^7*.— )V*>*:)V\ 75y*;i/fcJl/75 7] 

fcf^'J v 7 / — 4 VK»x^;p 

###J3 3B-2 : N-X5MU- 4 - [5- [4- (4-^DD7xZJW -4 
-t Hd+vtr^U^y] -2, 2-y7xrjK>^] 7 $ S % frtf—JlrT 

25 ###13 3B-3 : 1 - [5- [4- (4-^DD7x^) -4-tHD^y 
fcf^'JvV] -2, 2-y7x-M>fJW -3 - ( 1 -y-fe^tf^'J v?> 
-4--r;W -71/7 

###J3 3 B-4 : N-Xh^v^7 / l|/^-;^^;P-4- [5- [4- (4-^ 
PP7x-JW -2, 2-y7x-M>f;H 
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###J3 3B-5: 3- [4- [5- [4- (4- 2 any -4-kH 
□ *->tf^iJ>V] -2, 2-y7x-JK>^] 7^y*J^ZJb7$y] 

tr^u - 3 -**v e*>»x^;u 

5 ###|34B-1 : 1- [5- [4- (4 DD7z-JW -4-th'D^y 
fcf^UvV]. -2, 2 -y7x-JK>^] -3- ( 1 -X^I/tf^U 
4 — OV) *7V7 

#%#l34B-2 : 1- [5- [4- (4-^D07x'JW -4-kh'D+y 
fcf^'JvV] -2, 2-v?j7xx;i/^>^;W - 3- [1- (2-bh , D+yl 
10 tWJ5»-4 — t)V\ tfU-X 

##M3 4B-3 : 3- [4- [5- [4- (4-^PD7i-JW -4-tH 
D+S'fcWJSV] -2, 2-y7x-M>5 1 JW 757*^-^7571^ 

###J3 4B-4 : 1- [5- [4- (4-i?DD7i^) -4-kHD+y 
15 fcWJSV] -2, 2 -y7x-JK>fJH - 3 - [1- (3-kKD*i/^ 

Dtf;w) e^'jy>-4- r;W «7i/7 

###13 5B: 1- C (kf^U^>-4— f ;U) ^J^WS H] -5 - [4- 
(4-^PD7iZJ|.) -4-kHo+ye^'Jy/] -2, 2-y7i-M 
>^ > 2 Jfflg& 

20 ###J3 6B-1 : 1- [ (N-X^;i/tf^U> f >-4--r;0 K 
- ] -5- [4- (4-^DD7iZJl/) -4-k KP+v'^'JS?/] -2, 2 

- >> 7 xx;w*>* > 2 

#%0*J3 6B-2 : 1- [ [N- (ih^y^M^W^W fcWJ5»-4 

— r;n 77;i/^^-+f5 K] -5- [4- (4-^dp7i-^) — 4 — t hd+ 

25 ->kWJ >V] -2, 2->>:7xX;U^>*>2*£^it 

###J3 6B-3 : 1- [ [N- ( 2 - U y X3 1 ;!/) tf^U> ? >-4 — f 

*;^+it$ K] -5- [4- (4-^DD7irjW -4-tKn^vtf 

^DvV] -2, 2-y7x^M>^>3lHi| 

#%#J3 6B-4 : 1- [ [N- (2-y7f ^7$/X^) fcWJ5?>-4 
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— nv] #ju#*-tra K]- 5- [4- (4-^dd7i-jw -4-tKP+ 

k¥*V?Sl -2, 2-y7i-M>^>3Ml 

###I3 7b-i : l - [ c (N-x^;i/^j;i//\^-r;u) e^u> f >-4--r;i/ 

] H] -5- [4- (4-7DD7irjW -4-k KD^*>tf^ 

5 -2, 2-y7x-JK>3'> 

###i3 7B-2 : l- [ [ (N-^^;u*;w^-f;w tr^u^>-4— r;p 

] AJ^U-SH -5- [4- (4-7nn7xrjW - 4 - fc: KP*~>tr^. 
USV] -2, 2-^7xz;K>^> 

###|3 7B-3 : 1- [ [ (N-7x-MJl^A'^;W fcf^U > ? >— 4 —- f 
10 ;W i7;i/^^+»-^ K] -5- [4- (4-70D7I-JW -4-fcFD^v-tr 

->v] -2, 2 -> ? 7jl-;1/^>^> 

###J3 7B-4 : 1- [ [ (N- (4 -^DP^^JW fc!^'J>?>-4- 
-i)V\ tiM^^^ K] -5 - [4- (4-7DD7xZJW -4-tHD+y 
^'jy7] -2, 2-> ? >'i-;i/^>^> $fig£ 
15 ###J3 7B-5 : 1- [ [N— (Xh^y*^"^7tf;W tf^U^>- 
4-^)1] *MW5 K] -5- [4- (4-7DD7X-JW -4-fch*D 

*v-twj>v] -2, 2 -^7^i-;u^>^> 

###J37B-6 : 1 — [ [N— ( 3 h^y^M-^O tf^-;W) t?^. 
U>?>-4 — -OKI fc^jMr-frS H] -5- [4- (4-^PP7jc-JI/) -4 
20 - 1 KP^fcf^U >V] -2, 2 -y7x-M>^> m% 

##0H3 7 b- 7 : l- [ [n- (-p?v-r;u) tf-^U > ? >— 4 — f ;to 
#=HJ-s K] -5-14- (4-^dd^x-;i/) -4-t Ho^vtr^u>?y 

] -2, 2-v?7^-;^>^> 2%l&& 

###J3 7B-8 : 1- [ [N- (4-^^^75 7 7*^;^) t!^U> f >- 
25 4 — UV\ t3)Vi£tt 5 K] -5- [4- (4-70D7x-JW — 4 — k K P 
^fcWJSV] -2, 2-y7x-;K>^> 2%R% 

##0y3 8B : l- [ (N-yotf;utr^u> ? >-4 — r;u) *;^=^-tf^ h*] 

-5- [4- (4-7D07xZ;W -4-k KP^v-tf^'J SV] -2, 2- 



WO 01/21169 



123 



PCT/JP00/06376 



##0t|3 9B: 1- [ [N- 3 - hPJ v^T-t^W tf^U i»- 4 — i )\A t) 
- - JMS*^. b*3 ~ 5 - [4 - (4-^D07i-;>) - 4 - t Ko^v-tf^U v 
7] -2, 2-y7izM>^> 2i&||J& 

###|40B: 1- [ [N-X^JI^JI/A^E-OP) tf^U> ? >-4 — OKI ^ 
5 K] -5- [4- (4-^DD7i-JW -4-t Fn^vt^U^y 

] -2, 2-y7xZM>^> 2%K% 

mmmic-i sat. #wi 1-7135 0 ^iictoTiMi. z <h 

###J1C : 1- (tert-^h^v^M^JW tf^'J > ? >-4— N- (5- (4- ( 
10 4-^na^oc-;0 -4-t Fn=^fcWJ 5V) -2,2-y7x-M>5 1 JW 

#%#|2C : fcWJ3*>-4-<;i> N- (5- (4- (4-^P07i-;W -4-kKD + 

mmmC : l- (N-X^l/^Wt^E-Ol/) bf'^U^>-4— T;l^ N- (5- (4- (4-^ 
15 -4-t Fn^t^UvV) -2,2-y7x^JK>fJW #;uA*y. 

-h 

###|4C : 1- (-n^y<;P) tf^Uv>-4— ()l N- (5- (4- (HDD7i 

-4-t HD^^tf^U^y) -2,2-y7i-M>fJW *;i/A*>— h 
#%#|5C-1 : 1- (5- (4- (4-^DD7i-JW -4-k K D3^>t^U 5V ) -2,2- 
20 ^^x-;i/^>^;U) -3- (1- (2-^oai^M+y)!jM-M tf^U^> 

-4->r;i0 >?i/7 

##WC-2: 1- (5- (4- U->7UU73L-)V) -4-t FD^>t°^U >?y) - 
U-y7i^K>f;W -3- (1- (7-fe h + S'T-fe^lW t°^ U v>-4— 010 
•y*I/T 

25 #%#j5C-3 : 1- (5- (4- (4-^DD7iZjW -4-t F O+y.If^U >*y) -2,2- 
^7x-M>fJW -3- (1- (-D^y-TJP) fcf^US?>-4--OU) 
###|5C-4:1- (5- (4- (4-^PD7x^JW -4-t h'D+y^'Jyy) -2,2- 

s^x^i^o^iw -3- (l- (>f y-^y-ow e^us^>-4— r;w -71/7- 
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###J5C-5: 1- (5- (4- (HDD7x-JW -4-t KD*~>tWJ >V) -2,2- 

. .^izjkv^w -a- (l- ^> % mm tr^u^>-4— oi) *yu7_ 

###J6C : 1- (5- (4- (4-^DP7i^W -4-t KP*->t^'J z?J) -2, 2- 
y7i-JK>fJW -3- (1- (2-hKD+y7t^I/) t^U :/>-4— f ;U) £ 
5 k7 

#%#J7C : 1- (5- (4- (4-^an7.x-;i.) -4-tHD + y^iJyV) -2,2- 

>?^x-;i/^>^;u) -3- (l- (2-trou> 7 >-i-^;u) x^;p^->^;u^- 
;w kr^u>?>-4— r;i/) ^7 

###|8C-1 :N- (5- (4- (4-7PD7i-;W -4- t K P^> fcWJ SV ) -2,2- 
10 -77i-JK>f;W -Z3^>7^ H 2mm*g 

###l8C-2 : (5- (4- (4-^n0 7i^) -4-tKP^vt 

#%0»J9C : 1- (5- (4- (4-^DD^xZi;U) -4-t H P^~>t^U *? J ) -2,2- 
y7i-JK>?JW -4,5-^h Yu-l-ttV/uy 
15 ###J10C-1 :2- (1- (t-^h^*;!/^-;!/) fcf^U v?>-4--f ;P) -N- (5- ( 

4- (4-^pa^x-;i/) -4-t FP^t^UvV) -2,2-f^^x— 

##0!llOC-2 : 2- (1- (t-7*h+y*JtoW t<U is>-4-' T U5*» -N- ( 

5- (4- (4-^DD7i-JW -4-t HP^^tr^U^/) -2,2-y7xrM>f 
20 )V) T-fe^^ K 

#%#J11C-1 :N- (5- (4- (4-^DD7i^) -4-k KD+y^'Jy;) -2,2- 
^7xXJK>5 : ;W -2- (t^'J:x>-4— f JU) T-fe37^H 2ig&m 
##0iJllC-2 :N- (5- (4- (4-!?DP7x-JW -4-t HD^y^'J SV) -2,2- 
y7x-M>fJW -2- (bWJS?>-4-f Ut*» K 2^& 

25 ##0iJ12C-l :N-(5-(4-(4-7P07xz;W-4-th'D+y^'J^;)-2-7x 

n;p-2- (2- 1 >J ^ >^)V) -l - (x f> ^-ft )i#-)\,y t^ u >-4-# 

###J12C-2 : N-(5-(4-(4-i7PP7xX;i/)-4-t KP^i^t^'J y7)-2-7x 



WO 01/21169 



125 



PCT/JP00/06376 



(2- tr g ^>^-)V) -l-wv-a^y^^tf^'jy >-4-^j 

- .+>-=• H 3i&&& ... 

#%#|12C-3 : N-(5-(4-(4-^DD^oc-;i/)-4-t h'n^ytf^'J >?/)-2, 2-tf 

x (4- 7MD7i ^ w -l - (-f v - □ y ;w tr^ g >? >-4-# 
5 h 2i£ggj& 

###| 1 2 C -4 : N- (5- (4- (4- Z p o V x H)V) -4- 1 K D tf^ 'J >V) -2- (4- 7 

d y x - ; w -2- 7 x — >^;i/) -1- (-f v n i ^ y <i )V) \Zi g >-4-^j 

###J13C-1 : l-(5-(4-(HDD7i-JW-4-t HD + y^<J ->V)-2-7i 

10 — ;w-2-(2-tru>?;i/)^>^;i/)-3-(3-t Vu^szfuMMWT 2mmm. 

#%#|13C-2 : l-(5-(4-(4-70D7i-JW-4-k KO^fcWJ J?;)-2-7i 

- ;u-2- (2- e g ^ >^;p) -3- d- (- n j- y -r ;u) tf ^ g ^ >-4--r ;u) ^ w 

t* mmm. 

###J13C-3 : l-(5-(4-(4-7DD7x-;W-4-t: Kn4^>tf^g yy)-2-7i 

1 5 - ;u-2- (2- t? g s?;w ^ >^)V) -3- (l- v - 3 y -r tr^ g v >-4— r ;p) 

##0<J13C-4 : l-(5-[4-(4-^DD7i-Jl/)-4-kHo^y^'Jy7]-2, 2-tf 

x (4- 7 )V* Q7i — ;w ^ >^;u) -3- (i - (-r v - 13 ^ y ;u) t? ^ g >> >-4--r 

20 ###J13C-5 : l-(5-[4-(4-7PQ7iXJW-4-t KO+y^'JyVJ-2, 2-tf 
X U-y)l^r a y x— ;W ^ >3^) -3- (3-th'D+y7*u fcf )V) VU7 
##0*J13C-6 : l-(5-[4-(4-7DP7i- ;l/)-4-k HD+ytI^Ui?/]-2, 2-fc* 

x tt-yjis* o7i ^ >^;u) -3- d - ( - n 3- y -r ;W tf ^ U 5? >-4— f ;W # 

25 ##W3C-7 : l-(5-[4-(4-7DD7z-;W-4-t KD^vtf^g >V]-2-(4-:7 

d7i-jw-2-7i - >^;u) -3- (i - (-r y - 3 y -r ;u) tf ^ g >> >- 

4-^^)^1/7 211^ 

###J13C-8 : l-(5-[4-(4-7nD7i-;W-4-t KD* vtf^'J i 5V]-2-(4-:7 
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D 7 -2- 7 x-;i^ >^)V) -3- (3-fc h'O+y^D K;W ^ 1/T ^ 

###Jl3C-9 : l-(5-[4-(4-^OD7x-JW-4-h K D+S'fcWJ *J J ]-2-(4-7 
MD7i -2- 7 x— >^;W -3- (l- (~ n =?■ / <i )V) bf 1 U >-4— r 
.5 ;W^7i/7 2^mm 

#%#J14C : N-(5-(4-(4-^DD7i-;0-4-k KD*'>tf^'Jyy)-Z, 2-fc*X 
(4-7MD7i-JW^>f JW7tS75 K jftfttt 

#%#J15C : N-(5-[4-(4-^PD-7xn;i/)-4-fc Hn^->t!^U> f y]-2-(4-7;U 
10 1 D 

^>>MU 2-((5-t h*n*~>-2, 1-V 7x-M>f;W7$ ;)-wvi^ 



5-757 -4, 4-^-7x^;i/^>^y-;Ki5. 8 g)©r-feh— hu;Kioo ml) 

MA : 122-1 23t:. 
20 #%0«J2D 

tert-^;P 2-((5-k h , D+y-2,2->?7i^K>f;W7$ ;)-2-t+Vl 
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I II 
H O 



!C2-(((tert-yb^'»*;i/aJ?-;U)7$y)Ifil(3.5 g), WSC(4 g)th'Jxf 

'H-NMR(CDC1 3 ) 6 : 1.2-1.6 (2H, m), 1.43 (9H, s), 1.802.3 (2H, m), 3.4-3.6 

10 (2H,m), 3.69 (2H, d), 4.04 (2H, d), 5.0 (1H, br), 5. 70UH, br), 7.1- 
7.4(10H,m). 

2,2-^yo:-^-5-(4-^aiXi;Ptf^sU^/)^>^>XihU;i/ 




15 5-^D^6-2,2-^^^-;^>^>- h»j)K9.5 g) CDT-fe h U ;K100 ml) 
mmz. Mm*U«^A(6 g)<h4-7^n;ue^'J^>(4.8g)JjnAfco £J&i&£ 

«Kll g)£#£o 

: 88-89*0. 
20 ###I4D 

7-^-+ y-4, 4-/ 7 jc - ;w-7- (4-7 x tf ^ u ~J J ) h y ;i/ 
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6-y7;-4,4-y.7xZJK^>l (5. 87g) 0^DD^^> (60ml) m$& 

izmttt-fr (3.57g) saki&Tin*., m^mmmw^tzo &j&mz73L 

—Jl/fcWJ5*> (4.8g) th'JXfJl/7S> (5 g) (D> ? ^DD^^> (20 ml 

* 5/ U * *f)Vt> 7 OT hdf 57^ -KftU • >-» SSXfjl/ (4:1 — 

1:1) T^FttiDiifb^ (7.5 g) 

ifiPl£^: 

10 'H-NMR(CDClj) 6 : 1.19-1.95 (4H, m), 1. 96-2.08 (4H, m), 2. 20-2. 79 (6H, m) , 
2.91 (1H, dt, J=2.6, 18.0 Hz), 3.38-3.52 (1H, m). 4.66-4.80 (1H, m), 
7.10-7.38 (15H, m) . 
#%#|5D 



h*))l (10.0 g) £7K*ffcy^£A7;l/5— £A (4. 8 g) tmt? )l> 5 n£ A 
(16.9 g) CDTHF (350 ml) «^tC5jc^TUP^. £iTC3KFWafc#Lfc. 
*^l«Jg*KflS^-bU»>A*»* (400. ml) *fo}$y$>\s'f'OMX$ftmWfc 

20 u x-^;u (500 mi) zmz-t^'C h^^m^tz. 3&e>w«gJf £&fn£:& 

U^^^A^D^h^^-tcttU RKx^I/^^V-;!/ (5:1) — 



15 




#MN?il3D TfKifi U 2 , 2->? 7 x zl;u-5- (4- ^ x n;nf ^ U *J J ) > ^ >— 
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wmx^)\,-*? /-fr-mu-ry^E—TTk (50:10:0 -cmft^mmik&m (8. i 

■H-NMR(CDC1 3 ) 6 : 1.25-1.36 (4H, m), 1.69-2.03 (6H, m), 2.10-2.18 (2H, m) , 
5 2.28-2.48 (3H, m), 2.90 (2H, d, J=11.4Hz), 3.33 (2H, s), 7.12-7.32 (15H, 
m) . 

#%M6D 

2-((5-(4-^5 L ;i/^>-tf>X;l/7lN-;^^>')-2, 2-y7x-JK>f 



10 




X^7^>(2.76 ml), A-^^)VT^/ If U^XO. 16 g)&£T$mt P~h 
;WX>^;^-;K3.79 g)SrJPA^o 

15 ftffilx?^^'>*>6llifl:l, «^b-&#l(6. 28 g) zmtzo 

. Kkj& : 143- 1441: 
##'0IJ7D 

^>V)V 2-((5-3-H-2,2-^7i-M>5 1 ;W75;)-2-^7IfJW 
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I II 

H O 



###J6DT-f#e>nfcflS-£-#K6.25 g)07t h>(100 *<$T, <fc 

(l:l)*C«i»U SiiE^I (5.93 g) 

'H-NMR (CDClj) 6 : 1.51-1.63 (2H, m), 2.12-2.19 (2H, m), 3.10 (2H, t, 
J=6.4Hz), 3.73 (2H, d, J=5.6Hz), 4.00 (2H, d, J=6.5Hz), 5.10 (2H, s), 5.23 
10 (1H, s), 5.51 (1H, s), 7.15-7.40 (15H, m). 
###I8D 

^>>>;U 2-((4-k KD+y-2, 2-y7i-;^f;W75 y)-2-t*Vl^ 




'H-NMR (CDCl 3 )d: 1. 26-1. 34 (2H, m), 1.71 (1H, s), 2.09-2.14 (2H, m), 3.53. 
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(2H, t, J=5.8Hz), 3.72 (2H, d, J=5.8Hz), 4.00 (2H, d, J=5.5Hz), 5.08 (2H, 
. _ -s), _5..30.(lH,.s), 5.56-5. 59 (1H, m), 7. 13-7. 37 (15H, m). 
#%#|9D 

^>zyJl 2-((4-(4-;*3MW^>i? >X)U-fc- ;M-4v)-2, 2-y7i-^W 

5 )7 = ;)-2-^yifM;i//u-h 




H O 



###j8DTt#£>n£^#^e>#%#i 6 d tmmiz ut-s^i^c. 

'H-NMR (CDC1 3 )<5: 1.34-1.42 (2H, m), 2.01-2.09 (2H, m), 2.43 (3H, s), 3.73 
10 (2H, d, J=5.6Hz), 3.90-3.96 (4H, m), 5.08 (2H, s), 5.29 (1H, s), 5.48 (1H, 
s), 7.09 (4H, d, J=7.0Hz), 7.19-7.36 (13H, m), 7.73 (2H, d, J=8.2Hz). 
###|10D 

^>V)V 2-((4-3- h*-2, z-y?!-;!/^)?^ y)-2-t=lryi^;i/ 




###19 d xm e» ntz<t& mfrt>mmmi d t mm \z l x&j& l 
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'H-NMR (CDC1,) 6 : 2.52-2.70 (2H, m), 3.37-3.59 (2H, m), 3.92-4.10 (4H, m) , 
4.T8" (2H, s), 5.13 (2H; s), 5.78 OH, s), 7.15-7.36 (15H, m). 
###11 ID 

t er 2- ( (2, 2- k*7. (HDD7 jl~)V) -5- k H □ * zs1>7)V) 75/ 

5 ) V X^;l/*i ; W\* * — h 



CI 




0 



5-7 5 7 -4, 4- fcf * (4-^7 OD7 iZ»-K>^ / — <b###J2D £ 

10 'H-NMR (CDC 1 3) 6 : 1. 23-1. 35 (2H, m), 1.41 (9H, s), 1.85 (1H, t, J=5.6Hz), 
2.05-2.14 (2H, m), 3.55 (2H, q, J=5.6Hz), 3.68 (2H, d, J=6.0Hz), 3.96 (2H, 
d, J=6.2Hz), 4. 98 (1H, br), 5.75 (1H, br), 7. 13. (4H, d, 1=8. 7Hz), 7.29 (4H, 
d, J=8.7Hz). 
###|1 2D 

15 tert-^;U 2-((2,2-k*7.(4-^nn7a:n;!/)-5-(4-^^;^>-tf>X;^X 
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CI 




0 



. ###Jl 1 DTft Ztlttft&taif* <=»#%#I6D t mmiZ LT^^bfCo 

'H-NMR(CDC1 3 ) 6 : 1.30-1.38 (2H, m), 1.40 (9H, s)> 2.01-2.09 (2H, m), 2.45 
5 (3H, s), 3.68 (2H, d, J=6. 1Hz), 3.88-3.96 (4H, m), 4.94 (1H, br), 5.65 (1H, 
br), 7.02-7.12 (5H, m), 7. 24-7. 35 (5H, m), 7.74 (2H, d, J=8. 3Hz). 
###11 3D 

tert-^;U 2-((2,2-tf^(4-^DD7^z:;i/)-5-3— H^>fJW75 /)-2- 



CI 




1 2 d -en £ nttit&tofr ^##«»J7d l mm \z tx^ b tt. 

'H-NMR(CDC1 3 ) 6 : 1.41 (9H, s), 1. 47-1.56 (2H, m), 2.04-2.17 (2H, m), 3.10 
(2H, t, J=6.4Hz), 3.68 (2H, d, J=6.2Hz), 3.94 (2H, d, J=6.2Hz), 4.89.UH, 
15 br), 5.68 (1H, br), 7.06-7.13 (4H, m), 7.25-7. 33 (4H, m). 
###J14D 
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F 



F 




CN 



\d.m-7)V*u7^-)V)*$ ;~-)i> (24.2 g) \zmftfr*—)V (50 mi) £ 

0"CTHDA30^it^bfc^ 2m^mm (500 ml) Hft^fCo ^#j£MX5P 
££>^nD^> (200ml) FU^f;k/'J^>7-F (16.4ml 

) &baz.fc'&. ox:x'mmit^^> (13. 4 mi) *j»Ti/fc. so$Hwe«, 

(5 ml) £#d*_, figfnmWTKtcav^. S^^WBIx^^t 

10 ffiTsiL, nmit&m (21.8 g) 



'H-NMR (CDClj) <5 :5.11 (1H, s), 7.03-7.11 (4H, m), 7. 26-7. 33 (4H, m). 
###|15D 



##^J14DT#^n7tlfX(4-7;U^-D7aiX;P)7-fehXhU;P (20.4 g) 
, X^y— )V (150 ml) , l,8->?y-tftr>'^D[5.4.0]-7-^>x-k> (2.63 ml 
) , 7?*))Vm^)V (12.5ml) ©S-&<»*18l^raJnlKiiB«Ebfc. Km 

m&MfcTmmL. 2m^m.m (200 mi) ^jda. g^x^-ejattjb/to w 

20 mm&&*a&%L*l?$L&%k* «t*aEK-7'^'>^AT«:jftL»JET»ISLfc. 



F 
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. .X^;K5:.l)T»tBUTSj@^ft (28.8 g) £#7c 0 . 

'H-NMR (CDC 1 3 ) 6 : 1.25 (3H, t, J=7.2Hz), 2.42-2.47 (2H, m), 2. 70-2.75 (2H, 
5 m), 4. 13 (2H, q, J=7. 1Hz), 7.06-7.13 (4H, m), 7.34-7.39 (4H, m). 
###|16D. 

2, 2-tfX (4-7 )V*U7 a:-;l/)-5-t Ko^ y^>f > 



10 ^U— h (34g) , THF (150ml) ©^#>fC7K^bU^»7AT;U5 X»7A (15.7 

g) ztoz-immuummffiisrc. w&^zj-fr (so mp &'j>m?^>mz-rz'& 

»ixf;^[fitT^i^ (19.7 g) &nfro 

15 

'H-NMR (CDC1 3 ) 6 : 1.24-1.33 (3H, m), 2.18-2.24 (2H, m), 3.32 (2H, s), 3.61 

(2H, t, J=6.2Hz), 6.96-7.04 (4H, m), 7.11-7.19 (4H, m). 

##0»J17D 

tert-^JV 2-((2,2-t*X(4->';i/^-n7acx;U)-5-ti KP+y^>f;W75 

20 ;)-2-t^vxfWM^- h 
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F 




'H-NMR (CDC1,) 6 : 1.25-1.36 (2H, m), 1.42 (9H, s), 2.09-2.14 (2H, m), 3.57 
5 (2H, t, J=5.9Hz), 3.69 (2H, d. J=6. 1Hz), 3.98 (2H, d, J=6. 2Hz), 5.02 (1H, 
s), 5.76 (1H, s), 6.98-7.05 (4H, m), 7.11-7.17 (4H, m). 
##0iJ18D 

tert-^;p 2-((2,2-b*^(4-^;i/^-D73i-;w-5-(4-^^;i/^>'tf>x;U3H 



F 




##0iJ17D-e^^nfc:{b-&tl75^##^J6D tmWz LT&J&Lfc. 
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'H-NMR (CDCI3) 6 : 1.25-1.40 (11H, m) , 2.03-2.08 (2H, m), 2.45 (3H, s), 3.67 
(2H, d, J=6. 1Hz), 3.89-3.95 (4H, m), 4.94 (1H, s), 5.61-5.65 (1H, m), 
6.96-7.11 (8H, m), 7.33 (2H, d, J=8.2Hz), 7.74 (2H, d, J=8.3Hz). 
5 ##0*J19D 

tert-^JU 2- ( (2, 2- k*7 (4-7 Jl/t □ 7 x -5-3 - H ^ >f JW 7 $ 7 ) - 



##^J18DTf#^nfc^»^##^J7D<h^tCL,T^LfCo 

10 mvtyio 

'H-NMR (CDClj) 6 : 1.41 (9H, s), 1.47-1. 57 (2H, m), 2.08-2.14 (2H, m), 

2. 39-3. 23 (1H, m), 3.82-3.92 (7H, m), 5.77-5.81 OH, m), 6.84-7.06 (6H, 
. m), 7. 19-7.27 (6H, m). 

15 ^>-j)V 2-((2,2->?7x-;w-5-(4-7xn;nf^ij>5y)^>^;WT^y)- 

2-t^vx^ji//u-h mmm. 
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h U 7i-MX7^ X520 mg)(D7-t H - h »J;l/^(10 ml) {CtK^TTt^: 
^(320 mg)^»Dx./Co Ifc^TJRJ&ttfc-'OSW 2- ((5-kh*P + i/-2, 2-i?7 jl 

-;K>^)7^y)-2-^yx^;i//u- h (o. 88 g)®7t^h'j 

W-T«»(JSPBi§ii; IPE:lEBfcX5MU=l : l)lT7*OA#$ffc, 7*D^ 

A (300 mg) £2JD*.fc 0 £/fc^£40t:T^£J«#b7c^ 7KC*^»KX^*T? 

io 7>r-TiWig(JS§B»«:fif8ftx^;WL$6fcffil|ifitUfc«k:, B«x3W 
X*/-;i/A>S?i*5ftU «Hffc£<»(0.56g)&»fc. 
gt^C: 167-16810. 

t er t-^;W 2- ( (2, 2-i> 7 a. (4-7 x x;P kT^U >V)^ >3^) 75/ 

15 )-2-t+VX?M;WU- h 




\ex\-~7^)V 2-((5-h h'D+y-2,2-y7xZM>5 : ;075;)-2-t+y 

m& : 145-14613 
20 HS£#J3 

M-y7i- ;p-7-(4-^x-;ptf^u> ? y)^y^;uT^> 2^m^ 




OO 



2HC1 
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7-3-+ 7 -4, 4- v 7 x X^-7- (4-7x^Jl/ If ^ 'J vV) >- h ij;K2. 2 

g)<DTHF (20 ml) fgi&tCzMi'ft: U ^"7 A7)l>* ~r7 A (760 mg)<E>THF (40 ml 

) mmm&fcftTinx, &ox:x'\mmm^rco ^mmTWimm^mit^ h u 

c ^^Mlil. v^no**>-IPE^£fi|^l|U ^Mfc^#l (2.0 g 
) 

Sl£: 155-15913. 



10 N-(4,4-y7x-JH-(4-7xZ^e^ l Jyy) / \ W -4- ;* =f-)V1 >if >X 



M-^7i n;U-7- (4- 7 x — )V ^'Jy/)A Zf^)V7 ^ > (500 mg) <Dz??7 
uu^^> (15 ml) i§I{:h'JXf^75> (3 ml), p-hy^D'JH (209 
15 mg, l.lmmol) ^OTlAP (M^») £*tfrF2lD*-> tia-riNpfp»Lfc, S 

s\tt>-mkX-?-)V (1:1) T'iSb, ^^iMltLfc 
^PP/Jn;|/A-IPET^^L, (420 mg) <H#fc 0 

Hfcjft: 132-134T: 

20 

N-(4,4-^7x-;p-7-(4-7x-;nf^u> ? y)'\^;W7ir^^ h mm. 



H»J4 




•ox 



HCl 
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HC1 



10 



4,4-v?>'a:-;i/-7-(4-^a:-;Hf^U^y)^\^;l'T^> (400 mgXDi?? 
DO*^> (15ml) fgf&fCHJX^;i/y^> (3 ml), Mfc^m (102 mg, 1 mmol 

<b ntdB. £ £ > U # y* ;P77 ^A^n^h^^-tcttbfco li^x^;p- * ^ 
(1:0-10:1) T^aibTlfS!b^:^{^ BfBfcX^;i/-IPEj&>5¥?*§aUT 

^m^m d5o mg) ^#^o 

Ht£: 80-85*0 

N-^ > ^;W-N- (4,4-y7i x;u-7- (4-7xr.;i/h!^iJ :/^;w 7 i= > 

4,1 cm in 



4,4-> ? ^aix;i/-7-(4-7xx;Hf^U>'y)^\^;UT^> (426 mg), ^> 
XT^ftH (106 mg) , p-h*>JPB6-**I*& mUM) <D^>^> (5 ml) 

mmztefcrnwr? & (1 g) £*d*., 5o , c-ei^p^^U7c„ tmm* 

35feU 5tt*«£ET«»U»^tlfc»$*^^y-JW (5 ml) K:jS#3li7K 
h'J £2* (38 mg) SHoASilT?5»|llI«t#lfc. SlS»7«. » 

Kx^h^^;-^ (1:0-20:1) T»fflbT»«bS Ufc&fc 
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, ^PP*;i/A-IPE^e>^^ B LT^H^^ (350 mg) £f#7Co 
: 223-2 2613 

N- (4, 4- iS ~J x - ;P-7- (4- 7 x tf ^ U J ) ^\-f^)V> -N- (3-* h ^ > 
5 y^)75> 2iftBS% 



:. V D n^;PA-IPE. 
215-21713. 

10 %WM 

N- (4, 4- -J ~ ;i/-7- (4- 7 a: :=JU kT^ U J ) 'X^J 10 -N- (2-pt h > 
yJW75> 2i£g£i£ 



15 : * o O^A-IPE. 

Kfcj& : 100-108*0. 

N- (4,fy7i -;U-7- (4-7iZJHf^ U.v 7 / ) 'VT^JIO -N- (2- ~7 )l* □ ^ > 
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5 198-20010. 

N- (4, 4- i? 7 x -;U-7- (4- 7 x -)V hf ^ U J ) ^ ^ 3^1/) -l-tt 7 x > # 




10 4,4-v7i- ;i/-7-(4-^x-;i/hf^U> f y)'\y^;i/Ta> (426 mg)0^ 

x^;p do mi) mmz.fmwm.'t v u ^a*^ do mi) £jn'A.*u<«# 

L^?» 2 -?t7x >^^-MD 'J H (146 mg) £}JD*-7Co 30^W^ 

^□?h^77^-II#LL ^^thV-^X^W (1:1) TMiU $^tc 
15 iilib, ^DO*;l,A-IPE^£fS$SIIU iIjb^(0.5g)Wc. 
g&,&: 125-130*0. 

N- (4, 4->> 7 i -)V-1- (4- 7 x- ;V tf ^ U 7 ) A 7*^)V) -2- 7 x ~ )Vr -fe^ 
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i o tmmizVT&i&urc. 

8fcj& : 103-1 lOt: 

5 mm&h2 

N- (4, 4-Z?7 jc— JV-7- (4-7 3L~)l fcf^ U >V ) ^^^W -N- (2-^X~ 
JW75> 2iHI 




n- (4, 4-v ^ ac - ;W7- (4- 7 x -)V tf ^ u v j ) ^\ y -2-^^-7 x ^ 

10 #(300 mgXDTHF (5 ml) »iKK*3tlifc >J ^ATJPa X 1 ^ 

A (1 14 mg) CDTHF (5 ml) JS^Sr^TiPA. 12B#F^P^^bfe 0 SJfti^T 

ws&t* m&VTmmit&m (300 mg) zt^eji? t x^x-m^ n^ntzit 

116 : 120-125*0. 

n-^ > v;i/-N- (4, 4- *? 7 x - ;i/-7- (4- 7 x ^ u y ) ^\ y^; w -n-* ^ 
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N-"< > S^-N- (4, 4- V 7 x —)V-1- (4- 7 x - )V fcf ^ V V J ) ^ 7°?-)V) T ^ > 
(175 mg)OTiz h-hUJV (5 ml) -37X*;|/ x"J > (0. 3 ml) vT^tK 
*^*^*^-hU^7A (31 fflg) (0.5 ml) Sim^MTlPSWHW* 

. □ 3fc;WA-IPETfS*Sli VXmmt^m (1 30mg) ^r^feo 
lfcj&: 11 5-1 20*0. 



10 N - (2, 2- v 7 x n;W-5- (4.-7 x XJHWJ / ) ^ >^>>P) -6- 7 a: - JU^It 



6-7x^;K+1f>ll (80 mg) (OTHF (5 ml) mmz. 2k?&T, ^-fb^+f 

u;u (63 mg) tnm^—mmx. intammr^mwvr^ mizT. mmx^t^ 

15 £<D^£.£, ##WDT^L^:2,2-i/7x->iU-5-(4-7x-;i.tr^U> ? /) 
^>^>T^> (110 mg) th'jX^7^> (56 mg) OTHF (10 ml) j^tC 
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(100 ml) TfttiiU tS?D^7KT^#m/ M7K»^-h UC7A^J^U^o 

m^)v-^^> (2:0 -mm^)^mmvmm<t^ aiomg) *mt^ 

5 . 

'H-NMR(CDClj) 6 : 1.25-1.38 (5H, m), 1.45-1. 68 (5H, m), 1.72-1.78 (2H, m) , 
1.82-2.03 (6H, m),2.28 (2H, t, J=7.3Hz), 2.25-2.45 (1H, m), 2.52 (2H, t, 
J=7. 6 Hz), 2.88 (2H, d, 1=11.4 Hz), 3.99 (2H, d, J=5.9Hz), 4.96. (1H, t, 
10 J=5,6 Hz), 7. 12-7.34 (20H, m) . 

4-^ > iSJVtt ->-N- (2, 2-i?7i —)V-5- (4- y x —)\> t?<'J V J) ^>^)V) 
^f7S F 




15 nM&ttitmmzLT&mvtci. 

'H-NMR (CDC1 3 ) <5 : 1. 27-1. 38 (2H, m) , 1.68-2.44 (15H, m), 2.87-2.92 (2H, m), 
3.41 (2H, t, J=6.0Hz), 3. 99 (2H, d, J=5.9Hz), 4.39 (2H, s), 5.14 (1H, t, 
J=5.7Hz), 7.15-7.31 (20H, m). 
20 £J£0!|16 

4-^ > *M JW-N- (2, l-Vy jl =l)V-5- (4- y x ~)V tT^ »J V J ) ^ >^;U) ^ 
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5 : 101 — 102*0. 

N-(2, 2-^^x-;U-5-(4-^o:-;i/tf^U y;)^>^)-4-7i-JK>X 
75 H 



10 ##^J5DT'&^L,^:2,2->?^x-;i/-5-(4-7x-;Ptr^U> ? /)^>^>T 
5 > (150 mg) t h Ul^7$> (57 mg) <Z)THF (5 ml) mmZ4-\±7 jl~ 
;WJl/to^D7<t< (98 mg) ^^TiJPX., 1.5f$WH£#bfc. 
&*nm#7k (100 ml) ^iPx.^x^;U (100 ml) TtoiiJU t&fQ&^zKTift 

15 ;P*7A^D7h^77^-|:#U ^x^jKiix^i/-^^/-^ ( 
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20:D x-mtavrnmit^ (no mg) &niz 9 

1 55-156*0 

5 N-(2, 2-y7i — )],-%- (4- V x - )V tf ^ U J ) ^ >3M W -3-X h ^ 



10 'H-NMR (CDClj) <5: 1.19-1.31 (5H, m), 1.68-2.60 (15H, m), 2.85-2.91 (2H, m), 
3.99-4.02 (2H, m), 4.09 (2H, q, J=7. 1Hz), 7.17-7.33 (15H, m). 
3l«iJl9 

2-7th + ->-N-(2,2-y7x - JI/-5- (4- 7 x^JP hf^'J >^)V) 7± 

^5 F 




0 



15 




HJSfll 1 7 £ ^ U T^rric L fee 
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: 106- 107^. 

mmmo . 

^>zs)i (is) -2- ( (2, 2- v -y x - ;u-5- (4- ^ x tf i u =s /) t >3^) 7 5 




##^J5DT^L^:2,2-v?7x-;i/-5-(4-^x— ;Pfcf^'J v/)^>^>T 
(110 mg) tZ-L-T^ — > (68 mg) , HOBt (41 rag) (D7-£b— bVfr ( 
10 ml) ^ICWSC (58 mg) Z^O^TrDUx.. 18Pf ffSJ^&Tif #Lfco KfaWz 

tk (ioo mi) ^mxmm^ji cioo mo Tfc&mu m^u^-vmw^ m 

^D7K^77^-l:l^l„ @t&X^;i'-*^/-^ (100:1-25:1) TitUb 
MH^^ (120 mg) Z'&rco 

'H-NMR (CDClj)<5: 1.39 (3H, d, J=7.3Hz), 1.59 (4H, s), 1.96 (2H, br), 
15 2. 58-2.92 (7H, m), 3.53-3.59 (1H, m), 3.71-3.82 (2H, m), 4.11-4.25 (2H, 
m), 5.07 (2H, s), 5.89 (1H, br), 6.30 (1H, br), 7. 12-7. 40 (20H, m). 

mm&m 

^>v>;l/ (lS)-l-(((2, 2-y7i-JH-(4-7x-Jl/e^U^y)^>^W7 




PCT/JP00/06376 



'H-NMR (CDCI3) 5 : 0.84 (6H, d, J=6.2Hz), 1.21-2.09 (12H, m), 2.22-2.45 (4H, 
5 m), 2.84-2.90 (2H, m), 3.87-4.03 (2H, m), 4.08-4.17 (1H, m), 5.05 (2H, s), 
5.12 (1H, d, J=8.4Hz), 5.56 (1H, brs), 7.14-7.35 (20H, m). 

^ > i?)V (1 S) -1 > ((2,2->?7x — )V-S- (4- 7 x. 1 U z? J ) ^ > 

=?)V) t 5 y ) -2-^ v x^;w# ;w\* ;* - h 
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'H-NMR (CDC1 3 ) 6 : 1.21-1.28 (3H, m), 1.81-2.03 (6H, m), 2.34-2.47 (3H, m), 
2.99-3.02 (4H, m), 3.90-3.92 (2H, m), 4.06-4. 30 (2H, m), 5.00 (2H, s), 5.42 
(1H, br), 5.53 (1H, br), 7.04-7.32 (25H, m). 

5 mrn&m 

^ > (IS) -2- ( (2, l-V 7 x. - ;i/-5- (4- 7 x. ~)V tf ^ U v 5 / ) t T 5 



HWJ20 1 bT^ LfCo 

10 

'H-NMR (CDClj) 6 : 1.21-1.46 (2H, m), 1.82-2.30 (9H, m), 2. 50-2. 56 (3H, m), 
3.15-3.32 (2H, m), 3.66 (1H, dd, J=ll.lHz, 4.7Hz), 3.84 (1H, dd, J=13.0Hz, 
5.0Hz), 4.06-4.17 (3H, m), 5.02 (2H, s), 5.98 (1H, br), 6.02 (1H, br), 
7.14-7.32 (20H, m). 

15 mm&m 

^>i?)l (iR)-2-((2,2-^^i-;i^-5-(4-7air:;i^tf^»j> ? y)^>^;U)T^ 
y)-i->f;i/-2-t^yxfM;i,;u- h 




HN 
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'H-NMR (CDC1 3 )(5: 1.21-1.32 (6H, m), 1.71-2.09 (6H, m), 2.24-2. 52 (3H, m), 
5 2.87-2. 93 (2H, m), 3.83-4.16 (4H, m), 5.05 (2H, s), 5.30 (1H, d, J=6. 2Hz), 
5.55 (1H, t, J=5.1Hz), 7.14-7.34 (20H, m). 

(2S) -1-^ > V isJl)Vi$-)V-2- ( ((2, l-is? x -;U-5- (4- 7 x. ~ )l tf^ 




'H-NMR (CDCI3) 6 : 1.21-1.28 (2H, m), 1.61-2.47 (13H, m), 2.85-2. 90 (2H, m), 
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3.18-3.34 (2H, m), 3.86-4. 25 (3H, m), 5.07 (2H, brs), 5.54, 6.07 (1H, 2br), 
7.16-7.34 (20H, m). 

N- (2, 2-y7x-;H- (4-7x1^ t!^ U *J J ) ^ -2-ft7i >#;U 

5 #*+J-$ K 




###j5DT£-#cL7t2, 2-77iZJH-(4-7i- ;Pfcf *?/)1>9>7 
^> (510 mg) £2-3^:7 x>#;i/#>& (176 mg) (DTir hx h >J;U (20 ml 
) f&iteWSC (265 mg) Sr^K^Till^, 16P#P«m^-r8t#b;to SJft&lCTK (200 
10 ml) &D\\z.%tm^Jl (200 ml) TiftaiU tSfn^TKT^^ ttTkBSt^ 
h U ^ A T?ft« L MJETigSfc L # £ nfc £ £ U # ^ ^ A ^ o -7 h 

»iif;Kiixf;i/-^^y-ji/ (20:i) Titiib^i 

(510 mg) 
nm&m& : ^X^l/X-srJU. 
15 fiftWH : 80-81*0. 

A-1>z?)Vtt '>-N- (2, 2-y7ir^-5- (i-y x.—)l fc?^ »J 5V) ^ >^;W 
^>X7 5 K 
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•BfejS : 148-1 49^. 

5 nm&m 

N- (2, 2-v 7 x — ;W-5- (4-7 x. kf^ U v / ) 1 >^)V) -4-7 + S"* > 




10 S*SHi§*£ : Wm^)V-i?^)VJL-7-)V. 
m& : 199-20413. 

5-^O^E-N-(2, 2-y7x-;h5-(4-7xZ;Hf^'Jyy)^>f;W-2-77> 
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m& : 129-1 30t:. 

5 mrn&m 

5-^p^-N-(2 > 2-^^jc-;p-5-(4-7x-;utr^u> J y)^>^;u)-2-^^-^ 




ifi* : 147-148*C. 

N-(2, 2-y*7i — ;l/-5- (4- 7 re fl )V tf U J ) t >5^;l') -2- kf P — 
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: 155- 156*0. 

5 mm&m 

3-^D ; E-N-(2,2->?7iZ ;U-5-(4-^xii;Ptr^'J yy)^>fJW^>X7 



Sfi^i : 103—104*0. 
HSS0iJ33 

N - (2 , 2- V -P jl - ;U-5- (4- "7 i ~ )V tf ^ U 5? / ) ^ >^;W -4- k* 7 - ;P 7 "fe 
^5 K 




Br 




PCT/JPOO/06376 



M& : 86-87t:. 

5 mm&m 

3-^ > itJlttzs-N- (2,2-y7x — (4- 7 x fcf ^ U 7 ) >^M 




10 f9^a»IK : IWX^U-^X^I/X-t^. 
MA : 122-123^:. 

2-s<> V-i )V T ^ J -N- (2, 2- V 7 x x;l/-5- (4- 7 x - )V\f. ^ 'J 5? 7 ) ^ 
)^7l/-;U-4-#;U#*1^ H 
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M& : 181-182*0. 

5 mmmz6 

A-ZfU ^E-N- (2, 2-v 7i^JH- (4-7x-JI/ fc^ U >V ) ^ >J-)V) ^ >XT 




io H^^^ : K^x^;i/-^\+lf>. 

m& : 140-141t:. 

4-^> , ;-fjV7$;-N-(2, 2-v?^x-;u-5-(4->'ai-;utf^'j vV)^>^;p 
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o 




'H-NMR (CDCI3) <5 : 1.26-1.43 (3H, m), 1. 63-1. 92 (5H, m), 2.13-2.41 (5H, m), 
5 2.84-2.91 (2H, m), 4.18 (2H, d, J=5.8Hz), 5.67 (1H, brs), 7.14-7.39 (15H, 
m), 7. 46-7.58 (5H, m), 7.67 (2H, d, J=8. 8Hz), 7.84-7.89 (3H, m). 

N-(2, 2-y7x =L)l-5- (4-7 x. ~)V fcf ^ 'J J ) ^ -4- (7iZ;i/75 / 



: 134-135*0. 

15 s<yi?)v 3-((2,2->*^jc-;i,-5-(4->'a:— ;i/tr^'j> ? y)^>^;p)Tsy)- 




10 
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5 'H-NMR (CDC1 3 ) 6 : 1.21-1.33 (2H, m), 1.67-2.09 (8H, m), 2.20-2.61 (5H, m), 
2.89-2.94 (2H, m), 3.42 (2H, q, J=5.9Hz), 4.00 (2H, d, J=6. 1Hz), 5.08 OH, 
br), 5.11 (2H, s), 6.05 (1H, br), 7.13-7. 37 (20H, m). 

^ > z?)l 4- ( (2, 1-V 7 x (4- 7 x. ~)V bf 1 U V / ) ^>^M 75/)- 

10 4-t+vyf;w;w^- h 




^2?B0!l26<h^{CUT^Ufc. 
'H-NMR (CDC1 3 )(5: 1.21-1.38 (2H, m), 1.67-2.12 (12H, m), 2. 24-2. 52 (3H, m), 
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2.86-2.91 (2H, m), 3.10 (2H, q, J=6.4Hz), 4.00 (2H, d, J=5.9Hz), 5.05 (2H, 
s) , 5. 14 (1H, br), 5. 30 (1H, br), 7. 17 r 7.32 (20H, m) . 

^ > z?)V N- (2- ( (2 , 2- i? 7 x -;i/-5- (4- 7 x - )V M * 'J V J ) 1 > 7 ^ J 

5 )-i-^yjL^-)V)-]n-^)V)t))vn^-Y mmM 



'H-NMR (CDC1 3 ) 6 : 1.53-1.68 (3H, m), 2.17-2.28 (2H, m), 2.65 (4H, brs), 2.89 
10 (5H, br s), 3.49-3.55 (2H, m), 3.88-4.00 (4H, m), 5.08 (2H, s), 5.66 (1H, 
t, J=5.7Hz), 7.15-7.35 (20H, m), 12.02 (1H, br). 

1 > z/)l/-Z- (2,2->>7x. — ;U-5- (4- 7 x tf ^ U J ) 1 > J-)V) V V 7 



1 5 ###J 5 D V tc 2 ', 2-V 7 x n;P-5- (4- 7 x =L)\,\Z ^ U >> / ) ^ > £ > T 

^> (110 mg) <h-T V^7>&^>>^ (41 mg) (Dfc!U> ? > (5 ml) m%i&Z 
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mmMM.-?m.&vfrm. mjzt* m&Lfz. zomzz* aoo mi) tmmx. 
. . (loo mo -e^seu mmmfma^m^-vm^^ m^mmi- b u 

<b^#l (114 mg) 
5 : 156-15713. 

N-(2-((2, 2-y7x - ;W-5- (4-7 ai X JV fcT^ U 5> / ) ^ 7 i= / ) -2-^ 

y x^-;u) if □ -;i/-2-^7 ^ H 



10 H5S0!J2T-&^b^:tert-^;i/ 2-((2, 2-y7x- ;i/-5-(4-7xZ ;H£ ^'J 

5?/)^>f;W.75y)-2-t*vif;WM^- h (4.o g ) <Dit&x^;u ( 

60 mo ®m\z4Mfemt7km-mm^)i (150 mo £ao*.> ra-eirawaa* 

Jfiiil/T&fc; (4.3 g) „ ^<DT5>m^m (200 mg) ttfD-Jk2-)!j^> 
15 £ (46 mg) , h'JxW5> (77 mg) ©TizhxhU^ (15 ml) ®WUZ*L 
}£T. WSC (80 mg) £in*_, ^T19^r B 1ti^bfe. 'S^SSC* (200 ml) £ 
J0*.»B&X^JI, (200 ml) Tfc&liiU g&fcj h U t7 

^-ic#u »iif;^six^h/^y-^ (5:0 -vmrnv. zzizm 

20 figX5 L ;P-^lJ->^&??«gab«H^« (97 mg) 
MA : 158-159t:. 



N-(2-((2,2-y7i x;|/-5- (4- 7 x x;U fcT^ U S> / ) ^ >^;W 7 ^ / ) -2-** 
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5 : 184-1851::. 

N-(2-((2,2->'7x -;i/-5- (4-7 x ~ ;P t: ^ 'J / ) ^ >^;W 7 ^ / ) -2-** 




'H-NMR (CDC 1 3 ) 6: 1.22-1. 38 (2H, m), 1. 76-2. 48 (11H, m), 2. 94-2.99 (2H, m), 
3.97 (3H, s), 3.98-4.06 (4H, m), 5.76 (1H, brs), 6.93 (1H, s), 7.11-7.41 
(19H, m), 7.63-7.67 (1H, m). 

N-(2-((2,2-y7xZM-(4-7x^tf^'Jy/)^>f;W7$y)-2-^ 

yxf;W^>y7 7>-2-^;^D-5 K 
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'H-NMR (CDC1 3 )<5: 1.26-1.34 (2H, m), 1.80-2.47 (11H, m), 2. 94-2.99 (2H, m), 
5 4.01-4.07 (4H, m), 5.61 (1H, brs), 7.06-7.55 (20H, m), 7.68-7.72 (1H, m). 

5-^7 p d-N- (2- ( (2, 2-i/'7xZJh5- (4-7 tf 1 U V / )^>^)V) 7 5 




'H-NMR (CDC1 S ) 6 : 1.22-1.29 (2H, m), 1.73-2.35 (13H, m), 2.94-2.98 (2H, m), 
3.98-4.17 (4H, m), 5.80 (1H, brs), 6.92 (1H, s), 7.06-7.63 (19H, m), 9.92 
OH, s). 

15 mmms 

N-(2-((2, 2-y7x — )V-%- (4- 7 jc If t U ) t >^;W 75/) -2-^"^ 
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5 'H-NMR (CDCl 3 )d: 1. 25-1. 33 (2H, m), 1.75-2.19 (9H, m), 2.30-2.38 (3H, m), 
2.94-2.99 (2H, m), 3.98-4.05 (4H, m), 5.92 OH, brs), 7.09-7.26 (15H, m), 
7.53-7.59 (3H, m), 7.86-7.88 (4H, m), 8.32 (IH, s). 

N- (2- ( (2, 2->? 7 x — ;P-5- (4-y x. ~)V tf^'J >V)^ >^)l) 75/) -2-** 




'H-NMR (CDClj) <5 : 1.25-1.33 (2H, m), 1. 75-2.11 (10H, m), 2.38-2.46 (3H, m), 
15 3.11-3.15 (2H, m), 4.00-4.05 (4H, m), 5.89 (1H, brs), 7.08-7.24 (18H, m), 
7.45-7.72 (3H, m), 8.39-8.43 (1H, m). 
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N-(2-((2, 2-v7i^Jh5-(4-7 x ~;i/tf^U y/)^>f;W75/)-2-t* 
yifJW-3-tHo+yt7^l/>-2-ijmf$H 



5 ^$£#143 t^fCbT^L^o 

'H-NMR (CDC1 3 )<5: 1.26-1.34 (2H, m), 1.85-2.21 (10H, m), 2.42-2.49 (3H, m), 
3.12-3.19 (2H, m), 4.01-4.06 (4H, m), 5.80 (1H, brs), 7.08-7.35 (18H, m), 
7.48-7.53 (1H, m), 7.68 (1H, d, J=8. 1Hz), 7.84 (1H, d, J=8.4Hz). 

io mrn&m 

N- (2- ( (2- ( (2, 2-^ 37 x— ;i/-5- (4- 7 x ~)V tf ^ U ^ / ) 1 >^)V) 7 5. /)-2- 
t+VIfJW 7 2 ;)-2-t*VXf;V)-2, 2, 2- h U 7;^P-N-7xZJl/7 





COCF, 



15 



HiiS #J43 £ ^ £ b T^TSfc L fc. 
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gfcjft : 145-146*C. 
mMMH ...... 

N-(2-((2,2-> ; 7x-;W-5-(4->'^-;i/tf^'J ->7)^>f jW7$;)-2-^ 



5 




gt£ : 153-15410. 
^£#153 

10 N-(2-((2, 2-y7x~;H- (4-7x^ tT^ U y/)^>f JW7$/)-2-t+ 




HJfi0y43iPI«^LT^75>ifiKia*^bit. C0^7^>SS1 (120 
mg) th'jX^7^> (80 mg) OTHF (10 ml) j^tC^T, \-\L~7 zc.-)V 
15 *M-^D'J K (54 nig) £J0*., 2P#fimE#b7c. JxJfc&K&ftiSWTK ( 
100 ml) £jQ*.@mx^;i«' (100 ml) TfcfiffiU &*fl:&:&7KT2fe*N£, &S*BSt 
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mmx.^)^mm^ji-^^ ; -jv cio:o -r^ttjL 

Mfc£4b (100 mg) £*#fc<, 

'H-NMR (CDC1 3 )<5: 1. 22-1. 48 (2H, m), 1.81-2.36 (9H, m), 2.42-2.68 (3H, m), 
5 3.18-3.22 (2H, m), 4.01-4.13 (4H, m), 5.81 (1H, brs), 7.10-7.29 (20H, m), 
7.40-7.51 (1H, m), 7. 62-7. 70 (2H, m), 7.93 (1H, d, J=8.3Hz). 
HJ£#I54 

N- (2- ( (2, 2-y7i r:;i^-5- (4-7 x. hf 1 U vV ) ^ >^)l) 7^S) -2-** 



'H-NMR (CDClj) 5 : 1. 24-1. 55 (2H, m), 1.82-1.89 (2H, m), 2.02-2.31 (9H, m), 
2.54-2. 60 (3H, m), 3.25-3.30 (2H, m), 3.98-4.09 (2H, m), 5.89-5.92 (1H, 
15 m), 7.07-7. 54 (18H, m), 7.79-7.83 (1H, m), 8.04-8.18 (1H, m). 

N- (2- ( (2, 2->*7i - ;U-5- (4-7 x ~ )V tf ^ U ) 1 >^)V) 7^/) -2-** 



10 
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'H-NMR (CDC 1 3 ) 6 : 1.21-1.38 (2H, m), 1.78-2.17 (9H, m), 2.39-2.53 (4H, m), 
5 2.83-3.03 (4H, m), 3.73 (2H, d, J=5.3Hz), 3.99 (2H, d, J=5.9Hz), 5.67- 
5.73 (1H, m), 6. 69-6.74 (1H, m), 7.13-7.31 (20H, m). 

4-- hO^> 2-«2,2-i?7x. -;l/-5- (4- y ~)l tT 1 >J V J ) 1 >^-)V) 



10 




'H-NMR (CDCl 3 )d: 1.21-1.33 (2H, m), 1.78-2.15 (8H, m), 2.29-2.49 (3H, m), 
2.92-2.97 (2H, m), 3.73 <2H, d, J=5:5Hz), 4.01 (2H, d, J=5.9Hz), 5.14 (2H, 
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s), 5.53 (1H, s), 5.79 (1H, s), 7.13-7. 32 (15H, m), 7.45 (2H, d, J=8. 5Hz), 
8. J 8 _(2H, d, J =8. 7Hz). 

HDD'O z?)V 2-((2,2-y7i XJI/-5- (4- 37 jc If 1 U V J ) ^ >^;l/) 
5 75/)WVl5 1 M^A7-h 




Cl 



^«J43«hfwI^|{3LT>?T^>i^m^^Lfe 0 C©S?75>*Slfe£ (150 
mg) ih'JX^75> (115 mg) <DTHF (6ml) ?§tl:0-4-^DD<>y;k 
ff-4--hD7i^M-^-h (175 mg) £JD;L, MT18B#P B m#bfCo 
10 S^lC^fPaWTK (100 ml) £UD*.fHKX^;P (100 ml) T&ffiu is?n^ 

-)V (10:1) TJgfflU iraix^;p-^*i*>T??SJ(g||L«s<fc;£4& (124 mg 

) *ntz.o 

15 Mjfit : 130-1311C. 
^6S#|58 

3-^OD^> 2- ( (2, 2-v7x x;P-5- (4-7 a: x;U tf ^ >J 7 ) ^ >3MU) 

75y)- 2-^yx?MM7-h 
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HN 




0 



CI 



: 125-126*0. 
5 ^%$|59 

2-7-U; -N- (2- ((2,2-y7x — ;i/-5- (4- 7 a: — Jl hf ^ U S J J ) ^ 7 5 

y ) -2- 1 + v x^jp) 7 1 ^ ^ K 



IIJS0i|51 T ^ L fcN- (2- ( (2- ((2,2- is ~7 x. (4- 7 x tf^ U i> J ) 

io ^>?;w 7i ;)-2-t^vxf;w 7$ /)-2-t+y i?;w-2, 2, 2- hU7^ 

tD-N-7iZJ|,7t^i^ (150 mg) (DTHF (3 ml) JSJfcK: 5 «j£*BMfc:J- 
h»J»7A*»* (3 ml) ^in^> Sia-C3Btr^«J^b^:o KJ&fcTSt TK^Un 




H 
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fc#U ^X^;P-^^y-;U-T>^E-T7K (50:10:1) T^tHL^M 
it^m (100 mg) £f#fc, 

5 'H-NMR (CDC1 3 ) 6 : 1. 22-1.30 (2H, m), 1.71-2.13 (8H, m), 2.29 (2H, t, 
J=7.2Hz), 2.35-2.45 (1H, m), 2.91 (2H, t, J=10.9Hz), 3.70 (2H, d, J=5.7Hz), 
3.77 (2H, d, J=5.6Hz), 3.90 (2H, d, J=5.7Hz), 4.23 (1H, t, J=5.7Hz), 5.53 
(1H, t, J=5.7Hz), 6.50 (2H, d,.J=7.6Hz), 6.78 (1H, t, J=7.4Hz), 7.16-7.35 
(18H, m). 
10 H5£0!|6O 

2-^7UU^>-J)V 2-((2,2-> ? >'x-;P-5-(4-7a:n;Utf^U> ? /)^>^;0 



15 nmsmm. ^x^x-r^. 

g$L& : 83-84t:. 
HJS0*J61 

4-* b*>"<>i?)i> 2-((2,2-v?7x-;i/-5-(4-7x-;utf^u> f y)^>5 i ;p 




HN 
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OUe 



- : 115-116*0. 

5 mmm62 




HSijSL : 96-97'C. 

nrn&m 
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2- * h * >^ > 2- ( (2, 2->> 7 jl - ;U-5- (4- 7 x =. ;W tf^ U 5? 7 ) >5^U 




5 ^STO*. 

'H-NMR (CDCl 3 )d: 1.21-1.38 (2H, m), 1.70-2.11 (8H, m), 2. 26-2. 52 (3H, m), 
2.85-2.94 (2H, m), 3.71 (2H, d, J=5.8Hz). 3.83 (3H, m), 3.97 (2H, d, 
J=5.9Hz), 5.14 (2H, s), 5.41 (1H, brs), 5.62 (1H, brs), 6.87-6.98 (2H, m), 
7.14-7.35 (17H, m). 
10 mffiMBi 

^ > (1 S>-1 > i? )l-2- ( (2- ((2,2-y7i —)V-S- (4- 7 x. tf ^ U V 

; ) * 7 i= j ) -2-^ v t ^ y ) -2-^ v x^;u# ; w\* * — h 




WO 01/21169 



PCT/JPOO/06376 



nffimMtmmzisXz?? $.>m.mM&&f&vfco z.(D^7^>mmm (200 

mg) tZ-L-^o:-;W7^-> (125 mg) . HOBt (79 mg) (D7t hx h 'J )V (15 
ml) ^^tCWSC (80 mg) $r-20t:T5n^, 3HP B 1^&Tjf #L*io KfoWZTk ( 
100 ml) £ia*.gt^X^;|/ (100 ml) T&tBU ggfa^TKT^^, *S7kffiit 

t b^f^y^—\znv. fm^)v~wmx.?-)i-*? ;—)v ao:o T^aiu 

mmit^ (123 mg) 

'H-NMR (CDC1 3 ) 6 : 1.28-1.45 (2H, m), 1.81-2.41 (8H, m), 2.42-2.69 (2H, m), 
10 2.83-3.31 (4H, m), 3. 60-4. 12 (5H, m), 4.40-4.59 (1H, m), 5.02 (2H, s), 5.64 
(1H, d, J=8.0Hz), 5.84 (1H, brs), 7.07-7.28 (25H, m), 7.58 (1H, brs). 
HWJ65 

2- ( ( (^ > z?)V 7 J ) ti ~ )V) 75/)-N-(2,2-y7x X (4-7 x 



HJS0»J43t|WIil^bT>?Ta>igi?^^^bfc. d(7)i/T^>m^ (150 
mg) t>rV5/7>»^>^;P (42 mg) ©fc?Uv>> (5 ml) i#S&£3Pf P^iST 
£j£«*ffi?dSW* (100 ml) tBSi^l/ (100 ml) T#BBU 

(130 mg) £#fc 0 
jKj& : 149-1 52r. 
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N-(2,2-y7xz;H-(4-7i =-)l> bf 1 'J z? J ) ^ >^)l) -5-t 

o 




1 6T-&J& b £:4-^ > »Af ;U-N- (2, 2->> 7 x — ;P-5- (4-7 x XJP fcf ^ 
5 Uv 5 7)^>5 1 ;U)y5 L ^^ H (100 mg) (DTHF (2 ml) <h^^/— )l (2 ml) <£> 
^-B-^tCTK^b^^^^-hU^A (10 mg) ZfclfcTtiQ^ *)$T30$K ^iS 
-ei^m^bfc. £j£i££7K OOOml) t%tWi^)l (100 ml) T#@2U W 

10 — )V (20:1-10:1) xmOH^mmit^ (70 mg) *%tz.o 

'H-NMR (CDC1 3 ) 6: 1. 25-1.36 (2H, m), 1.61-1.77 (7H, m), 1.93-2.12 (6H, m), 
2.31-2.51 (3H, m), 2.93-2.99 (2H, m), 3.56 (2H, s), 3.99 (2H, d, J=5.2Hz), 
4. 59-4. 67 -C1H, m), 5.16 (1H, s), 7.14-7.32 (20H, m). 

15 fmmw 

N-^ > (2, l-V 7 x-JU-5- (4- 7 x ~)V If ^ U J ) ^ >^)V) 7.9 ^ 
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o 




mmm 1 sx-&i& vtz n- (2, 2-5^ 7 x - ji-5- (4- 7 x n;nf 1 u y ) ^ >^ 

^-S-lK+y^J^-^yPlft-^TS H (100 mg) <DTHF (1ml) 
2^*&fc^MJ# J M<ME (1 ml) ^iOA., MTH^W«^Lfc. JE^Wt 
5 (100 ml) T^L2^m^ (1 ml) "e^ftJU mm^JlxmtH lstz 0 

t>)HS>m*mtzo m^nrztiji^>mt^>^ji7^> mm) * HOBt (30 

mg) ©Tirh^hU;U (5 ml) i§i&£WSC (42 mg) &-2<TCTiQ*., 16ttlHm 
S/«{;i&ft&fc7>^:^A*^i& (100 ml) SrSn^gf^X^- 
10 ;W (100 ml) TfililfcHU ffifd^4S7KT?i5fe^» fc*ffiffl&^MJ£ATft«Lfc 

BiX^WBlI^h^^y-Jt (10:1-20:3) xmiti^mmitte® (100 mg 
) Sr#fCo 

15 'H-NMR (CDC1 3 ) <5 : 1.21-1.35 (2H, m), 1.72-2.15 (9H, m), 2.27-2. 50 (6H, m), 
2.89-2.94 (2H, m), 3.96 (2H, d, J=6. 1Hz), 4.37 (2H, d, J=5.9Hz), 5.41- 
5.47 (1H, m), 6.51-6.58 (1H, m), 7.14-7.33 (20H, m). 
§£2fS0!|68 

n-(2, 2-^7iz;h-(4-7i- ;utf^u )^>^;u)-3-((^x^;UT-fe 

20 ^W75y)^n/^$H 
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nffiMWV&J&Vrz'Oi/JU 3-((2, 2-^:7 jQ-^-s-u-^x-^tf^u^ 
/)^>fJW75y)-3-t*y^D^;i'A7-h (370 mg) <D2L?;-)i 
(5 mi) mmzwxrt^w&mm (37 mg) srjp*., ^mnmmrf^^im 

£ 'J 7J 7A^n7h^77^-C#U gt&x^;w* ^ / —)V (5 : 1 
) ~^X^;i/-^^/-;P-gSfnT>^B-T7K (50:10:1) T»WU>>:rS> 
tlL Htf>>?T^ h UX^7$> (74 mg) (DTHF (10 ml) 
TI{b7x-JP7t?;P (82 mg) SrjD*.. 3H#|8H*#Lfc. S^fcffifOMW 
10 tK (200 ml) *1$\7L%m.JL^)V (200 ml) T&aiU mQ&Mfo-?mfr'&. M 

^o-rh^^-tcttU ^x^^~^x^;i/-^^y-;i/ (io:i) Tig 

ffiU Six^^^>^6SieibiM^ (68 mg) 
Rb& : 149 — 150*0. 

15 mm&m 

N-(4-((2, 2-y7xXJl/-5-(4-7x->)I/tf^'J y7)^>^)75/)-4-^ 

y7*^;w^>X7$ h 



WO 01/21169 



PCT/JP00/06376 



178 




: 144-145*0. 

^ > 2- ( (2, 2-y7i ~ JI/-5- (4- 7 :c ~ )V hf A U / ) ^ >^;U) 75/)- 



H»J19T^Lfc2-T-fe h^>-N-(2, 2-y7x-;H-(4-7z "JUt?^ 
'J£V)^>3MW:r-fe^ H (130 mg) (DTHF (5 ml) ^tC2^zK^fb^- h 
U^A*»« (5 ml) &JnA, ^iaifll^wat^Lfc. £^£tK (100 ml) T 

15' ^AT'^, MJETitfSU*:. h'Jl5 L Jl/75> (272 mg) % DMAP 

(2 mg) ©THF (5 ml) &mz&fci3)Vtf'<> x J*5s (448 mg) ^^K^TJDA, 
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2omm&W7?nL&Lrzo Rj&mzmftmw* aoomn ^m^mm^ju ooo 

^-ffKl^k/^y-^ (20:1-10:1) T*iH"U*lHfls£* (70 mg) 
5 fc. 

'H-NMR (CDC1 3 ) 6 : 1.19-1.37 (2H, id), 1.66-2.08 (6H, m), 2.23-2.43 (3H, m), 
2.84-2.89 (2H, m), 3.99 (2H, d, J=5.9Hz), 4.52 (2H, s), 5.13 (2H, s), 5.77 
(1H, brs), 7. 14-7.39 (20H, m). 

10 rnm&m 

N- (2, 2-i?7 x -;l/-5- (4-7 x X )V tf 1 'Jy/) ^>3r)V) -5-7 x ZDV-l-tt 
7 x h* 




^»J30T-&J& b^5-^ > D ; E-N-(2, 2-v 5 ^ x ~;^-5- (4-7xZJHf^ U 
15 /) ^>^U)-2-^rt:7x K (140mg) iz7x.-MZ?m (33mg 
) , 2a3t«jft**^- h U ^A3!c»« (2 ml) h*~>X*> (10 ml) & 

mZrh7*7s (h'J7x-MX7^f» n^Wt* (0) (28 mg) £DD;L 
♦ ^»fflmT> 6I^W3&PjRamu&. #238^ SJftf££7k (200 ml) 
Bt&x^ (200 ml) -ejfcfflbfco Wa^^gSfD^i&TKT^m, 
20 h'J7AT^ MEET^Lfco ^©l^^y'J*yM7A^D7h^7 
^-KlttU »Kx5 L ;P-'\*tJ-> (2:1) T»fflU" S&fcSJgfiUSfflfls 

(66 mg) £#£:o 
jBfij& : 137- 138*0. 
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Mffimn 

N-(2, 2-y7i-;i/-5-(4-7x-JHf^U^y)^>^U)-5-7x-;i/-2-7^ 




5 ||^J29T^b^5-^D^-N-(2,2-> ? ^ai-;i/-5-(4-7a:-;Pfcr^U> ? y 
: 131 — 132*0. 

mmmn 

10 N-(2, 2-y7x x;W-5- (4- 7 x XjU tf ^ 'J .5? 7 ) ^ >^;i/) -3- 7 x — > X 
7*^ K 




^J£^J32T-&fi£ Lfe3-y D ^E-N- (2, 2- v 5 7 x — ;U-5- (4-7x-^ fcf^ U 5? / 

15 mn&ft : > J x^JUx-^;u-^\^i7-> 
M : 140-141-C. 



WO 01/21169 



181 



PCT/JP00/06376 



(2S) -2-7 ^ 7 -N- (2- ((2,2-y*7i - ;U-5 r (4- 7 jc ~Jl k?^ U :/ 7 ) ^ 
75y)-2-t+yx^)-3-7i^DAtSK 




5 HJS^-e^j&Lj^^v 5 ^ (is)-i-^>^;p-2-((2-((2,2-^:7i-;w 

5- (4- 7 a: — )V tf ^ 'J / ) ^ >^;W 75/) -2-^^r V 75/) -2-** 

vi^W^/u-h (no mg) ©x^y— ;i/ (5 mi) ifemznxn^wi* 

mm (11 mg) &jjda, 7Kmnmmrfm.m.'V2ommm^rzo Rfom&z&v. 
10 u mkz-j-fr^&m^fr-** (20:3) -»sif^-^/-;i/- 

^fa7> ; 6X77K (50:10: 1) Tf»ttJ b«jBft^* (40 mg) fcfcfc. 

'H-NMR (CDC1 3 )<5: 1.21-1.42 (2H, m), 1.70-2.19 (9H, m), 2.25-2.58 (3H, m), 
2.60-3.29 (4H, m), 3.45-4.37 (6H, m), 5.58-5.81 (2H, m), 7.02-7.27 (20H, 
15 m), 7.87 (1H, brs). 

> ¥)V 2- (N- (2,2-y7i x;i/-5- (4- 7 x fcf U *J J ) t -N- ^ ^ 
Jl'75/)-2-t*VX5 1 ^JPA/-h 
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U>V)'-<>^> (420 mg) <E>THF (15 ml) ^^7K^<bU ?^A7;^r^A 
(112 mg) $r^T»PA, ^?ST2!im 60t:TlPtP^it#L7Co SJ&j££#£P 
5 U *ftT v 7k (5 ml) M^T2^7K^b^-hU^A7K^ (3 ml). ^>lf 

^>an*-, x— (300 mi) £ira*.-fe^-f h-e^i&Lfco ^©w«gJi£f&ftj 

&>'i)X5 1 )]s%7l±!7n-?hif : 7 7J-\Zttls. mm^JV-*? S~)V (5:1 
) ~^X^;i/-^^y-;Wga?0T> ; E-y7K (50:10:1) T^tBU^ic dtli: 
10 Z-^'J>-> (84 mg) <7)T-feh-hU;i^ (10 ml) ^iCWSC (76 mg) £2k}£T 

jo*., \mmm&T?wfrv*Lo jrj&«k* (200 mo £jn*.H«x^;u (200 mi 

^m&^)l>-*? /— )V (20:1) T^ffib^ffc^ (130 mg) £#fc 

15 

'H-NMR (CDCip d : 1.22-1.39 (2H, m), 1. 65-2.05 (9H, m), 2.23-2.51 (3H, m), 
2. 75-2. 96 (2H, m), 3.88-3.90 (2H, m), 4.06-4.18 (2H, m), 5.11 (2H, s), 5. 85 
(1H, s), 7.20-7.35 (20H, m). 
^»J76 

20 s<>i?)l 2-((5-(4-(3-7^tD7i-;W^'JyV)-2,2-^7x-;K>9 1 

;i/)Ts/)-2-^yx^;p*;PA*^-N mmm. 
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H O 



#%mDT#e>n/tte'&$J(0.31 g)©fh7tHD77>^(10 mI)K» 

^ 7 (0 : 1 00 - 5 : 9 5) T~mM b fc. tlfz 7'J-75>OX^ 
/-JimmUO ml) \Z. ^TlMX-^;H4mm(2.0ml)€rJjD^> ^i&^T 1 

10 imvtm^o 

'H-NMR(CDC1 3 ) 6 : 1. 23-1. 33 (2H, m), 1.43-1.47 (2H, m), 1.97-2.01 (2H, m), 
2.57-2.90 (7H, m), 3.84-4.13 (6H, m), 5.02 (2H, s), 5.86 (1H, s), 6.73 (1H, 
s), 6.90-7.61 (19H, m), 11.37 (1H, brs). 
H«J77 

15 ^>iSJl> 2-((5-(4-(2-^;W^D^^-JW tf^U^7)-2,2-i/7ai-;i/^>^ 
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'H-NMR(CDClj) <5 : 1.25 (2H, brs), 1.47 (2H, s),_ 1.96-2.00 (2H, id), 2.53- 
3.11 (7H, m), 3.81-3.98 (6H, m), 5.01 (2H, s), 5.86 (1H, s), 6.85 (1H, s), 
6.98-7.43 (19H, m), 11.30 (1H, brs). 

5 ^>v;i/ 2-((5-(4-(4-7MP7i-;W If ^ U >V)-2, 2-^:7:n ~;l^>^ 




i ii 

H O 



10 'H-NMR(CDC1 3 ) <5 : 1.46 (2H, brs), 1.69 (2H, brs), 1.93-1.97 (2H, m), 

2. 54-2.89 (7H, m), 3.78-3.98 (6H, m), 5.02 (2H, s), 5.86 (1H, s), 6.83 (1H, 

s), 6.96-7.38 (19H, m), 11.31 (1H, brs). 

*»J79 

^ > V)V 2- ( (5- (4- (3- * h + 7 m — )V) tf ^ »J z? J ) -2, 2- 5? 7 x - > 5=" 

is ;i/)7$ y)-2-t+yx^M;w\^- h £gg& 




I II 
H O 



'H-NMR(CDC1 3 ) d : 1.50 (2H, brs), 1.64 (2H, s), 1.98-2.02 (2H, m), 2.57- 
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2.85 (5H, m), 2.91 (2H, brs), 5.03 (2H, s), 5.89 (1H, s), 6.74-6.92 (4H, 
m), 7. J 8-7. 37 (18H, m), 11.33 (1H, brs). 

1 > 2- ( (5- (4- (2-;* h ^ -> ? x — )V) tf ^ ■Jyy)-2,2-y7x ~ Jl^ 

5 ji/).7sy)-2-t+yi?M^/u-h 




H O 



'H-NMR(CDC1 3 ) 6 : 1.26 (2H, brs), 1.62 (2H, s), 1.97-1.99 (2H, brs), 
10 2. 57-2. 65 (4H, m), 2.89-2.90 (2H, m), 3.11-3.16 (1H, m), 3.81 (3H, s), 
3.89-3.98 (4H, m), 5.01 (2H, s), 5.91 (1H, s), 6.83-6.97 (3H, m), 7. 16-7. 38 
(19H, m), 11.23 (1H, brs). 

2- ((5- (4- (4-* h+v7i-iW tf^'Jyy)-2,2-y7x-M>f 

15 ;W7^y)-2-t+yi^^/u-h mm& 




H O 



119-120t: 
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'H-NMR(CDClj) 6 : 1.49 (2H, brs).- 1.67 (2H, s), 1. 99-2. 06 (2H, m), 2.58- 
2.80 (5H, m), 2.90 (2H, brs), 3.80 (3H, s), 3.91-4.03 (4H, m), 5.03 (2H, 
s), 5.91 (1H, s), 6.85-6.90 (3H, m), 7.12-7.63 (19H, m), 11.31 (1H, brs). 

5 ^>v;U 2-((2,2->?^a:-;i,-5-(4-(3-hU7;l/^P^5 1 ;i/7xZi;U)t!^U 




H O 



###j7D t# £ ntzit&wfr £ mmmn t mmiz tt^^ vfc* 

10 'H-NMR(CDC1 3 ) 6 : 1.54 (2H, brs), 1.65 (2H, s), 2.04 (2H, brs), 2.48 (2H, 
brs), 2.74-3.00 (5H, m), 3.90-4.00 (4H, m), 5.00 (2H, s), 5.88 (1H, brs), 
7.18-7.32 (18H, m), 7.45-7.58 (3H, m), 9.98 (1H, brs). 
^&S0«|83 

^>i?)U 2-((5-(4-/^M-7xZJHf^'J >V)-2, l-Vl jL~)V^y^)V) 

is 7$/)-2-t+vx^ji//u-h mmm 




H O 



■H-NMRCCDClj) 6 : 1.26-1.36 (4H, m), 1.62 (4H, s), 2:45-2.95 (8H, m), 3.60 
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(2H, brs), 3.93-3.95 (4H, m), 5.04 (2H, s), 5.99 (1H, s), 6.78-7.61 (20H, 
m), 10.95 (1H, brs). 

> 2- ( (2, 7 x -;U-5- hf ^ 'J v 7 ^ >^;W 7 5/) -2-*+ V X3=- 

5 mmm 



##W P Tt# £ nfe^#>^ <b> H»iJ76 £ P?U£ b T^fifc bfeo 

■H-NMR(CDC1 3 ) 6 : 1.33-1.44 (2H, m), 1.67 (3H, s), 1. 79-1. 89 (2H, m), 
10 2. 33-2. 54 (5H, m), 2.85-2.87 (2H, m), 3. 65-3.68 (2H, m), 3.92-3. 99 (4H, 
m), 5.05 (2H, s), 5.91 (1H, s), 6.91-6.93 (1H, s), 7.18-7.41 (15H, m), 10. 99 
(1H, brs). 

^ > z?)V 2- ( (5- (4-^ >i?)l tf ^ U V J ) -2, 2- v> 7 ^ - >^;» 75/)- 
15 2-t+VX^JPA7-h JftStft 



•H-NMR(CDC1 3 ) 5 : 1.44 (2H, s), 1,71-1.83 (3H, m), 2.15-2.28 (2H, m), 




H O 




H O 
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2.35-2.64 (6H, m), 2.83-2.84 (2H, m), 3.69-3.72 (2H, m), 3.89-3.98 (4H, 
m), 5. 06 (2H, s), 5.90 (1H, s), 6.90 (1H, s), 7.09-7.63 (21H, m), 11.10 
(1H, brs). 

5 ^ 2-((5-(4-(3-^;i/^-a^>> f ;wtf^';^y)-2,2->?^x-;K>^ 




H O 



10 'H-NMR(CDClj) <5 : 1.42 (2H, s), 1.63-1.80 (4H, m), 2.15-2.27 (2H, m), 

2.38-2.62 (6H, m), 2.81 (2H, s), 3.69-3. 72 (2H, m), 3.91-3.96 (4H, m), 5.04 
(2H, s), 5.86 (1H, s), 6.78-6.93 (4H, m), 7.16-7.61 (17H, m), 11.10 (1H, 
brs). 
- mffiMM 

15 ^>v;P 2-((5-(4-(2-7;i/tP^>yJWlf^ l J^y)-2,2-y7i-JK>f 

-2-** v ^>vts )vn * - h mm. 
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'H-NMR(CDC1 3 ) 6 : 1.41 (2H, s), 1.76-1.80 (4H, m), 2.14-2.27 (2H, m), 
2.36-2.66 (4H, m), 2.81 (2H, s), 3.66-3.70 (2H, m), 3.91-3.96 (4H, m), 5.04 
(2H, s), 5.89 (1H, s), 7.00-7.35 (23H, m), 11.07 (1H, brs). 

5 s<>is)l> 2-((5-(4-(4-7;^D^>>?;i/) fc?^U>V)-2, 2-y7i^K>5 1 

y)-2-t+vx^Mjwu- h mm. 




H O 



## mi d t# ntzit& mm mi 6 1 mm \z l v fc» 

10 'H-NMR(CDC1 3 ) 6 : 1.42 (2H, s), 1.63-1.79 (4H, m), 2.13-2.25 (2H, m), 

2.33-2.59 (6H, m), 2.81 (2H, s), 3.68-3.90 (2H, m), 3.90-3.96 (4H, m), 5.04 
(2H, s), 5.87 (1H, s), 6.93-7.35 (19H, m), 11.10 (1H, brs). 

s<>i?)i> 2-((5-(4-(2,4-^^;i/^-p^>v;w ^o^y)-2,2-^y^-)^ 
is v) 7 ^ y ) -2-^ y x.^jitj )vn* — h MMM 




H O 



mnmiDT~nznfz<t&m^mmmi6£mmzi,T£ii&vtco 

'H-NMR(CDC1 3 ) <5 : 1.42-1.44 (2H, m), 1.69-1.80 (4H, m), 2.16-2.29 (2H, m), 
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2.37-2.64 (6H, m), 2.84 (2H, s), 3. 69-3. 72 (2H, m), 3.92-4.01 (4H, m), 5.06 
(2H, _s)_, 5.89 (1H, s), 6.75-6.87 (4H, m), 7.05-7.37 (14H, m), 11.11 (1H, 
brs) . 



)7$/)-2-^yifjwM^-h m&m. 



10 'H-NMR(CDClj) <5 : 1.44 (2H, s), 1.66-1.79 (4H, m), 2.21-2.53 (6H, m), 

2.67-2.70 (2H, m), 2.84 (2H, s), 3.72-3.75 (2H, in), 3.92-3.98 (4H, m), 5.06 
(2H, s), 5.85 (1H, s), 6.86 (1H, s), 7.18-7.37 (17H, m), 7.58-7.63 (2H, 
m), 11.16 (1H, brs). 
HSS0SJ91 

15 ^>^)V 2- ( (5- (4-7 - U 7 If ^ U y ) -2, 2-y 7 x " >iK 7^7)- 

2-t+yx^i/*;p;u- n mmm. 




H O 




H O 
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m& : 134-1 36<C 

'HrNMRCCDCJs) 6 : 1.40 (2H, s), 2.26-3. 04 (10H, m), 3.53-3.94 (8H, m), 4.99 
(2H, s), 5.88 (1H, s), 6.63 (1H, s), 6.91 (1H, s), 7.15-7.44 (19H, m), 10.30 
(1H, brs), 10.87 (1H, brs). 
5 1^&&#I92 

2-((2 l 2-^^^^i;U-5-(l,2,3,4-^h^fc Fn-f y^/ 'J >-2— f )V 



io 

'H-NMR(CDC1 3 ) 6 : 1.26-1.68 (4H, m), 2.52-2. 65 (2H, m), 2.99 (3H, s), 3.36 
(2H, brs), 3.66 (1H, brs), 3.87-4.00 (4H, m), 4.67-4.76 (1H, m), 5.00 (2H, 
s), 5.90 (1H, s), 6.84 (1H, s), 7.13-7.37 (19H, m), 11.97 (1H, brs). 

15 **>z/)V 2-((5-(-TV-r > H U >-H;W-2,2-y7x-M>^|/)7$ /)- 




H O 




H O 
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BjfiL : 121-1 23TS 

•H-NMRCCDClj)^ : 1.53-1.62 (6H, m), 2.58-2.64 (2H, m), 3.12-3.13 (2H, m),. 
3.92-4.01 (4H, m), 4.16-4.22 (2H, m), 5,00 (2H, s), 5.11-5.18 (2H, m), 5.86 
(1H, s), 6.77 OH, s), 7.17-7.35 (15H, m), 12.39 (1H, brs). 
5 H«£#|94 

sOi?)l 2-((5-(N-^^;l/-N-^x^5 1 ;UTay)-2 I 2-i/7ai-;i/^>5 1 ;l/)T; 

= y)-2-^vx^;i/#;w\**- h mmm 



l-o #.M,vtm*o 

'H-NMR(CDC1 3 ) «5 : 1.36 (1H, brs), 1.68 (2H, s), 2.16-2.20 (1H, m), 2.81- 
2.84 (4H, m), 3.06-3.33 (5H, m), 3.75-4.04 (3H, m), 4.21-4.28 (1H, m), 
4. 98-5.08 (2H, m), 5.88 (1H, s), 6.8f(lH, s), 7. 20-7. 63 (20H, m), 11.52 
(1H, brs). 
15 fH]&£0!|95 

^ > V)V 2- ( (5- (N-^< > i/JU-N-* ^ )V7 ^ J ) -2, l-V 1 oc - )11 >^)l) T 5 

/)-2-^^vx^;^jw\^-b mmm 




H O 




H O 
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|H-NMR(CDC1 3 ) 6 : 1.29-1.36 (1H, m), 1.59-1.70 (1H, m), 2.05-2.13 (1H, m), 
2.68-2. 89 (6H, m), 3.74-4.06 (4H, m), 4.21-4.27 (1H, m), 4.39-4.44 (1H, 
m), 5.04 (2H, s), 5.94 (1H, s), 6.88 (1H, s), 7. 18-7. 55 (20H, m), 11.55 
5 (1H, brs). 



^ > 2-((2,Z-y7x - ;U-4- (4-7iz;Hf^U>?y) 7*^M 75 7) -2- 



i o ##0*1 i o d xm ntzfc'&Mfr % mmm 76 1 mmzv xfrfc v ^ . 

'H-NMR(CDC1 3 ) 6 : 1.61 (1H, s), 1.94-2.04 (2H, m), 2.61 (4H, s), 2.81-2.89 
(4H, m), 3.69 (2H, s), 3.93-4.05 (4H, m), 5.08 (2H, s), 6.12 (1H, s), 6.43 
(1H„ s), 7.13-7.35 (20H, m), 11.87 (1H, brs). 

15 mmmi 

N- (2- ( (2, 2-zs 7 a: n;P-5- (4- 7 ~)V ^'Jy/)^ >^)V) 75/) -2-** 

yx^;u)^>\/^^-^ai>-2-*;i/^^+h5 H 



^«J96 




H O 




0 



HWJ43 tmmzi, x&fc l> fz 
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MA' 110 — 1 13t. 

N- (2- ( (2, 2- i? 7 x - ;i/-5- (4-7 x XJUf^U >V)^ >^;W) T ^ / ) -2-^ 

5 yifjw-f> H-;i/-4-*;U7H^ita H 




: 215 — 218*0. 
10 H»J99 

N- (2-((2, 2-y7i XJP-5- (4- 7 x X ;UkT »J S> 7 ) ^ >3^) 75/)-2-t^ 




H 



mmmtz t. mm \z lt^ee l fc. 

MA : 156 — 160*0. 
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5 f»#J43£[l*£KLT^&L£:o 

Bfej& : 149-152*0. 
fliSWOl 

N- (2- ( (2, 2->? 7 x — ;i/-5- (4-7 x tf t »J v 7 ) 1 >J-)V) 7 ^ 7 ) -2-*-* 

io yifjw-f > h*-ji/-7-^;P7if^-tf^ h 



Bt& : 166 — 168^. 
15 H«iJt02 

tert-y^;i/ 2-((2,2-k'X(4-^DD7x^)-5-(4-7xZJHf^'Jyy)^ 
>^JI/) 7 ^ / ) -2-t + V X^J W - h 




0 




H 
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CI 




'H-NMR (CDC 1 3 ) <5 : 1.21-1.28 (2H, m), 1.40 (9H, s), 1.68-2.02 (8H, m), 
5 2.24-2.31 (2H, m), 2.37-2. 53 (1H; m), 2.86-2.91 (2H, m), 3.63 (2H, d, 
J=5.9Hz), 3.93 (2H, d, J=5.9Hz), 5.25 (1H, t, J=5.5Hz), 5.89 (1H, br), 
7.08-7.29 (13H, m). 
^I»J103 

3-i7DD^>y^ 2-((2, 2-t:X(4-^aD^i-;l/)-5-(4-7ain;i/tf^U> 7 



CI 




'H-NMR (CDC 1 3 ) 6 : 1.22-1.29 (2H, m), 1.71-2.03 (8H, m), 2.29 (2H, t,. 
15 J=7.0Hz), 2.37-2.53 (1H, m), 2.89-2.94 (2H, m), 3.71 (2H, d, J=5.9Hz), 
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3. 93 (2H, d, J=6. 0Hz) , 5. 03 (2H, s) , 5. 56 (IH, br) , 5. 67 (1H, br) , 7. 05-7. 3 3 
(17H, "in). - • - 

N- (2- ((2,2- 1: X (4-£ D n 7 x ~M -5- (4-7x~;Hf^ 'J vV)^ >3~)V) T 



ci 




. ' 143—145*0. 
10 HJI01J1O5 

N- (2- ( (2, 2- fcf X (4-^7 DD7i -;W -5- (4- 7 a: tf ^ U V J ) ^ >3M V) T 



CI 
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_ : .159-1 mx:. 

N- (2- ( (2, 2- £ * (HDD7i -5- (4- 7 jc ~ ;i/fcf ^ U 5> J ) ^ >^;U) 7 



CI 




iU^ : 107- not:. 

10 HiS^J107 

N- (2- ( (2, 2- ex (HDP7x - ;W -5- (4-7 x - ;p fcf^'J >V)^ >^;i/) T 

^ y)-2-^yxfjw-5-7Mo^f > f-;p-2-# i= f 



CI 




g£is#i 1 02-m n^^av 5, nsg^j43 tmmzL -c^& l fe» 

15 IS^H,^ : mm^)V-^JL^-JUJL-^-)l~^V->. 
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gfcj& : 133-1 35t:. 

mmmm 

N- (2- ((2,2- fcf X (4-^7 DD7i — ;w -5- (4- 7 x — ;w fcf ^ u >? / ) ^ W T 



££j&0dl 02TH &ftfcfl?&ttj&> £^I«J43 i: mmz LT^Lfc. 

S6j& : 124-127*0. 
^J£#|109 

10 N- (2- ( (2, 2- 1: X (HDD7i — ; -5- (4- 7 x tf^ U >? / ) ^ >^;U) T 

a y)-2-^vx^;w-5-k h*D^w > h-;u-2-^;p^+>-^ H 



CI 
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CI 





OH 



m& : 154-157 < C. 

5 mmmvio 

• n- (2- ( (2, 2- tf x (4- ^ d d ^ x -5- (4- 7 x - tr ^ u i? J ) ^ V) y 

5 y)-2-t+VXf;W-2-7iy^ry7t H 



Hftj& : 143-1 45t:. 
HJ&Wll 

^ > z?)\> 2- ((5-(4-7x; + y^'Jy;)-2,2-y7i T^S 



CI 




0 
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'H-NMR (CDCI3) <5 : 1.24 (1H, m), 1.45 (2H, brs), 1.78 (4H, s), 2.07-2. 25 (2H, 
5 m), 2.53-2.91 (7H, m), 3. 56-3. 59 (1H, m), 3.82-3.97 (4H, m), 4.59-4.61 (1H, 
m), 5.03 (2H, s), 5.83-5.89 (1H, m), 6.83-7.01 (4H, m), 7.17-7.34 (16H, 
m). 

HJS0J112 

^ > i?)V 2- ( (2, 2-y7i =. JU-5- (4- tf ^ U V J tf^ U V J ) 1 >^-)V) 7 ^ J 
10 )-2-t*VIfM;i/A7-h 
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'H-NMR (CDCI3) 6 : 1.28-1.48 (2H, m), 1.81-1.87 (4H, m), 2.04-2.41 (10H, m), 
5 2. 62-2.94 (5H, m), 3.11-3.18 (2H, m), 3.40-3.49 (2H, m), 3.77-3.96 (6H, 
m), 5.04 (2H, m), 5.78 OH, s), 6.80 (1H, .s), 7.18-7.34 (15H, m). 

> 2- ( (5- (4- (2- 7 )V3r uyx. ,2,5, 6-7- h 7 1 H P tT U V >- 1 - 
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■H-NMR (CDC 1 3 ) 6 : 1. 63 (4H, s), 2.53-2.81 (4H, m), 3. 06-3. 23~ (4H, m) , 
3.82-3.98 (4H, m), 4.23-4.29 (1H, m), 5.06 (2H, s), 5.89 (2H, s), 6.84-7.71 
5 (19H, m). 

tert-^A 2-((5-(4-(2-7M07x^;W tf^U y/)-2,2-y7i-M 
>?JW7$;)-2-t+VlfM^A7-h 



10 tert-y^;U 2-((5-hHD^y-2,2-y7x-M>^)75/)-2-t+V 

'H-NMR (CDClj) 6 : 1.39 (9H, s), 1.66-1.76 (5H, m), 1. 90-2.30 (7H, m), 
2. 68-2. 89 (3H, m), 3. 63-3.67 (2H, m), 3.97-4.01 (2H, m), 4.92 (1H, s), 5.59. 
15 (1H, s), 7.06-7.42 (14H, m). 
HSS0H115 

N-(2-((5-(4-(2-7MD7x-;Wlf^U^;)-2 ) 2-^7i-M>^|/)7 




HN 
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HN 




H 



'H-NMR (CDC! 3 ) 6 : 1.45-1.49 (2H, m), 1.65 (5H, s), 2.05-2.10 (1H, m), 
5 2. 57-2. 96 (6H, m), 3.91-4.02 (4H, m), 4.16-4.19 (2H, m), 4.00-4.02 (1H, 
m), 5.91 (1H, s), 6.95-7.46 (17H, m), 7.60-7.62 (1H, m), 9.04~(1H, s), 
7.79-7.82 (1H, m), 9.04 (1H, s). 

N- (2- ( (5- (4- (2- 7 )VOr O 7 x ~ )V) tf ^ U V J ) -2 , 2- V 7 x >^)V)T 

io 5y)-2-^yx^;w-i-^^;K>K-;i/-2-^;i/#+t>-^ H 



HM^J 1 1 4T# £ £ HlS£0iJ43 £ ITO L T^J* L fc. 

'H-NMR (CDC 1 3 ) 6 : 1.25-1.81 (5H, m), 2.03-2.07 (1H, m), 2.34-3.33 (7H, m), 
15 3.90-4.00 (7H, m), 4.16-4.19 (2H, m), 5.89 (1H, s), 6.91-7.47 (17H, m), 




HN 
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7.58-7. 66. (1H, m), 7.77-7.82 (1H, m). 

5-2 P P -N- (2- ( (5- (4- (2- 7 U 7 x fcf ^ U V J ) -2, 2-3? 7 x - )V^< 



5 




mmm \ 1 4T# £ nfcft'&gto* e ^ WJ43 £ mm iz l l 

'H-NMR (CDC1 3 )<5 : 1.27-1.83 (7H, m), 2.06-2.10 (1H, m), 2.39-3.17 (7H, m), 
3.73-4.19 (7H, m), 5.86 (1H, s), 6.94-7.78 (19H, m). 

io mmmus 

5-^ p p-N-(2-((5-(4-(2-^;i/^"P^x— )V) fcf^U >V)-2, 2-y7x"JK 

>f;W7$;)-2-t*vx^)^> K-;u-2-#;i^*-if-== h 




15 #H,#*»*o 
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'H-NMR (CDClj) 6 : 1.33-1.61 (7H, m), 2.07-2.10 (1H, m), 2.38-3.15 (6H, m), 
3.83-4.15 (5H, m), 5.81 (1H, a), 6.91-7.73 (19H, m), 9.12 (1H, s). 

tert-^;U 2- ((2, 2-t*7. (4-^7 O D7i- A)-S-{4-(2-7 )ls*n7 x.— )V) \± 

5 i u ; ) i >^;W 75/) -2-^-+ y x^i/* ;wt * — h 



ci 




'H-NMR (CDClj) <5 : 1. 26-1.39 (11H, m), 1.85-2. 56 (10H, m), 2.91-3.30 (3H, 
10 m), 3.73-3.94 (4H, m), 5.82 (1H, s), 6.97-7.43 (13H, m). 

mmmno 

N-(2-((2, 2-fc** (4-^OD7i^|/)-5-(4-(2-7MD7i--)W fcf^U V J 
)^>fJP)7^)-2-t+VI^)-5-7WD'f>F-H-*mt^ 
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CI 



CI 




0 



HN 




F 



H 



'H-NMR (CDCl 3 ) 6 : 1.14-1.84 (6H, m), 1.96-3.19 (8H, m), 3.65-4.15 (5H, m), 
5 5.81 (1H, s), 6.90-7. 65 (17H, m), 9.17 (1H, s). 

N-(2-((2, 2-t:X (4-^ □D7xZJW-5-(4-(2-7MD7i-JW t!^U 



£g jfiffll 1 1 9T# £ n/rfc^fr £ #iSS0iJ43 £ ^ IC I, T^J& L . 
'H-NMR (CDClj) 6 : 1. 23-1. 93 (6H, m), 2.07-3.14 (8H, m), 3. 63-4. 23 (8H, m), 



CI 
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5.84 (1H, s), 6.89-7.72 (17H, m). 9.04 (1H, s). 

N- (2- ( (2, 2- MX (HDn7i ->>!/) -5- (4- (2- 7 )V*U 7 iIJH hf U S> 



ci 




'H-NMR (CDClj) <5 : 1.32-1. 93 (6H, m), 2.04-3.10 (8H, m), 3.63-4. 23 (8H, m), 
5.84 (1H, s), 6.89-7.72 (17H, m), 9.04 (1H, s). 

10 

tert-^;U 2-((2,2-bfX(4-7^^-D^x^;U)-5-(4-^o:-;Hf^U V /) 




PCT/JP00/06376 



'H-NMR (CDC 1 3 ) 5 : 1.19-1.34 (2H, m), 1.40 (9H, s), 1.66-1.80 (4H, m), 
5 1.89-2.05 (4H, m), 2. 25-2. 30 (2H, m), 2.39-2.50 (1H, m), 2.86-2.90 (2H, 
m), 3.66 (2H, d, J =6.0Hz), 3.94 (2H, d, J =6.0Hz), 4.91 (1H, s), 5.67-5.71 
(1H, s), 6.97-7. 02 (3H, m), 7.12-7.31 (10H, m). 

N-(2-((2,2-k'X(4-7^07x -5- (4- 7 —)V fc?^ U *J J ) 1 




mmm 1 23t# e> nfcft#«w> mrnm* 1 mm iz v t^j& vtco 
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,'H-NMR (CDC 1 3 ) 6 : 1. 24-1.27 (2H, m), 1.77-2.09 (8H, m), 2.29-2.48 (3H, m), 
2. 93-2.96 (2H, m), 3.96-4.02 (4H, m), 5.85-5.88 (1H, m), 6.82-6.91 (4H, 
m), 6.96 (1H, s), 7.07-7.35 (12H, m), 7.45 (1H, d, J=8. 1Hz), 7.68 (1H, d, 
5 J=8.0Hz), 9.40 (1H, s). 

N- (2- ( (2, 2- t?X (4- 77 D7x-JW -5- (4- 7 x. ~)V tT^ U V J ) ^ >^ )V) 



F 




10 mmm 1 23-m e. nfcte^»>&> e> ^»j43 £ mmz l ufc. 

'H-NMR (CDCI3) 6 : 1. 25-1. 33 (2H, m), 1.81-2.07 (8H, m), 2.19-2.46 (3H, m), 
2.98-3.01 (2H, m), 3.96-4.02 (4H, m), 6.83-6.91 (5H, m), 7.03-7.31 (11H, 
m), 7.38 (1H, d, J=8.8Hz), 7.65 (1H, s), 9.44 (1H, s). 

15 mmmm 

tert-^;U 2-((2,2-t'7(4-7M07x-JW-5-(4-(2-/h + y7i-JW. 

tf^u> ? y)^>^;b)T5y)-2-^yx5 1 ;p*jPA^- h 
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F 




'H-NMR (CDC 1 3 ) 6 : 1.35 (9H, s), 1.45-1.47 (2H, m), 2.00-2.04 (2H, m), 
5 2.39-3.23 (1H, m), 3.82-3.92 (7H, m), 5.77-5.81 (1H, m), 6.84-7.06 (6H, 
m), 7.19-7.27 (6H, m). 

N- (2- ( (2, 2- k* X (4-7 u 7 ^ -5- (4- (2-/ N^y7i - fcf^ U 3? 



F 
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'H-NMR (CDCI3) 6 : 1.23-1.28 (2H, m), 1.76-2.36 (10H, m), 2.89-2.99 (3H, m), 
..3.79 (3H, s), 3.96-4.02 (4H, m), 5.89-5.92 (1H, m), 6.81-7.35 (16H, m), 
7.45 (1H, d, J=8.3Hz), 7.68 (1H, d, J=8.0Hz), 9.46 (1H, s). 

mmmm 

5 N-(2-((2, 2-h*X(4-7MD7i^;W-5-(4-(2-^ ^->7x-JW^U^ 

y)^>^)75/)-2-t*vif;w-5-^ □ o-r> h*-;i/-2-*;i,^^-y-^ 



F 




mmm 1 26t# e> ntzit^m^ <e> mmm^z t mm \z u t&j& l fc. 

10 

'H-NMR (CDC1,) 6 : 1.26-1.30 (2H, m), 1.78-1.87 (3H, m), 2.02-2.14 (5H, m), 
2.35-2.71 (3H, m), 2.88-3.03 (3H, m), 3.81 (3H, s), 3.98-4.03 (3H, m), 
5. 92-5. 96 (1H, m), 6. 83-6. 95 (7H, m), 7.06-7.21 (6H, m), 7.38 (2H, d, J 
=8.8Hz), 7.52 (1H, s), 7.63-7.66 (1H, s), 9.77 (1H, s). 
15 HJg^J129 

t er 2- ( (2, 2- fc'X (4- 7 )V3r D7i — ; V) -5- (4- (2-7 D7i 

tr^ u v j ) 1 y^y) -2-^ v x^;p# )vn*- v 
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F 




■H-NMR (CDClj) 6 : 1. 19-1. 31 (2H, m), 1.40 (9H, s), 1.61-1.80 (4H, m), 
5 1.89-2.05 (4H, m), 2. 25-2. 30 (2H, m), 2.40-2.50 (1H, m), 2. 86-2. 90 (2H, 
m), 3.66 (2H, d, J=6.0Hz), 3.94 (2H, d, J=6.0Hz), 4.93 (1H, s), 5.68-5.71 
(1H, s), 6.96-7.03 (4H, m), 7.11-7.31 (9H, m). 

N- (2- ( (2, 2- h* X (4-7 )V^T □ 7 x — )V) -5- (4- (2- 7 )V^T □ 7 jl ~)V) fcf^ U 
10 /)^>^;U)7^/)-2-3-^VX3MI/M >\^-)l-2-^)l^^B. K 



F 




mmm 1 29-e# ntiit^m^^ mmmz t. \z v it. 
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_ 'H-NMR (CDClj) 6 : 1.23-1.28 (2H, m), 1.70-2.37 (10H, m), 2. 79-2. 86 (1H, m), 
2.98-3.01 (2H, m), 3.93-4.02 (4H, m), 5.88-5.92 (1H, m), 6* 77-6. 86 (4H, 
m), 6.95-7.47 (14H, m), 7.68 (1H, d, J=8.0Hz), 9.49 (1H, s). 

5 mmmizi 

N- (2- ( (2, 2- t* J* (4- 7 )V3r U 7 x.~)V) -5- (4- (2- 7 a 7. x ■ - )V) tf 1 U i? 

/)^>f^)7 5 / )-2-t+yxf;i/)-5-^DD-f > F-;u-2-yj;i^>ij-^ 




'H-NMR (CDCI3) 6 : 1.23-1.33 (2H, m), 1.67-2.37 (10H, m), 2. 80-2. 87 (IH, m), 
- 3.02-3.05 (2H, m), 3.93-4.02 (4H, m), 5. 84-5. 88 (IH, m), 6.73-6.94 (4H, m), 
6.97-7.47 (12H, m), 7.64 (IH, s), 9.69 (1H, s). 
15 £e>lc. Tt&zttib&W&£<mm\zLT&f&-T:%Z>o 

N- (2- ( (2, 2- 1: X (4-^^)17 x-JW -5- (4-7 x.—)V tf 1 >J V / ) ^ >^;i/) 7 

N - (2- ( (2, 2- If X (4- ^ 7ir;W -5- (4- 7 x. — ;nf ^ u / ) ^ >^;w) 7 
^ ;)-2-t+yx^i/)-5-^ dp-t > K--;u-2-;fr;M?=H*-* K. 

20 N-(2-((2,2-k*X (4-^^;U7xZi;P)-5-(4-(2-^ S + ->7xZ;W tf^U 5V 
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N- (2- ( (2, 2- fc: X (4-^^)1 V x ~)V) -5- (4- (2- 7 D7 i - jl/)" tf ^ U V / 

) ^ >^)V) 757) -2-^-+ y x^;w > f -;p-2-* s h . 

5 N-(2-((2,2-k:7.(4-^5 1 ;i/>'x-;W-5-(4-(2-7;i'^-D>'x-^) tf^U 9 J J 

)^>^)75/)-2-t+yxf;i/)-5-^ p D-r > H-;u-2-^;p^^it5 H. 

mmm 1 a 

(1) ###|IIA-4 5(Dit^ 10. Og 

(2) ?L«i 6 0. Og 
10 (3)3->7^-^ 3 5. Og 

(4) if^^> 3. Og 

(5) *T-y'J>m^*->^A 2. Og 

###JIIA-4 5t#^nmil 0. Ogt^f 6 0. Og*$cttXn-> 
X^-^3 5. OgCD}l-&#/$r 1 Ofi»%iz?^ 3 Oral (-£'9^>£U 
15 T3. Og) lmm^^->^OSS$rilLT^^bL^:^ 4 0miL 

nZtffij&VTzo #e»n«^f7U>l7^y^A2. Ogtffi'&U EE 

U/P^TlfetBUTl 0 0 0&<Dn— h&&nfco 
20 ffiHW2A 

(1) ###|IIA-4 5<D<t&W 10. Og 

(2) ?L* 7 0. Og 

(3) n->X^-^ 5 0. Og 

(4) pJ?&ttx>;/> 7. Og 
25 (5)7t7'J>St^^A 3. Og 

##^IIA-4 5Tf#£>n*:fc^ll 0. Ogt7>7-TV>Wr??*isV&3 
. 0g^pr^^>^>O7K^7 Oml (pJ^tt7 ; >y>i:bT7. Og) TIM 
fc«U ¥Uf7 0. Og&^tfP-^^-^S 0. Ogt^L 
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mmm i b 

_<_!_) ##0»J 4 B - 2 (Dit^m 



10. 0 g 



(2) ¥L*t 



6 0. 0 g 
3 5. 0 g 



(3) D->7.^-^ 



5 (4) if^^> 

(5) XfTU^T^y^A 



2. Og 



3. 0 g 



#%{fil 4 B - 2 T# e»nfc^ 1 0 . OgtfL§6 0. 0g^ck^zl-> 
X^f3 5. 0 g(0l^$ 1 0S»%if^^>7K^3 0 m 1 (if^> 
£LT3. Og) SrfflU, 1 mm^ 7 ->a(D®$ILTilift 40t 

^J^r^^P^TlfettibXl 0 0 0i£©n-h&£*#£: o 
iStSUfll 2 B 

15 (1) ###14 B- 2<Dik^m 10. Og 

( 2 ) ?Uf 70. Og 

(3) n->7^-^ 5 0. 0 g 

(4) «sm^r>^> 7. 0 g 

(5) Xf7'J>i7^y^ 2. Og 

20 mmM4B- 2-C'&t>tirz1t&y31 0. 0gtXf7'J>i?^yC/A3 
. 0 g$pIj^te^>^>«7K^7 0m 1 t.l,T 7 . Og) 

T^iteU^, ftj&U ¥Uf7 0. 0 g*5<fcOt3->X^-5 1 5 0 . Ogi 
fg^Lfco MMUTl 0 0 0«(BteSI£»fc. 
§¥&J0>J 1 C 

25 ( 1 ) 5 C - 3 (Dit&m 1 0 . 0 g 

(2) ftttf 6 0. 0 g 

(3) n->7,&— ^ 3 5. 0 g 

(4) if^^> 3. Og 

(5) 7f7'J>iT^y^A . 2. Og 
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#%#J5C-3T#S>n£:fl:-£#ll 0. 0g£?Uf6 0. 0 g&£Zfn-> 
. ..A^-f 3 5. 0 g<D?g£^£l 0S»%if^^>7K^3 0m 1 ttf^> 
<h L/T 3 . Og) 1 mm* y S^(ftf$£iILT^&{bb#:^> 4 0t 

T^LS^I$5SLfCo #£n/i3£&£X^7U>I£v^v'^A2. Ogt 

mmm 2 c 

( 1 ) 5 C - 3 <Di\&® 10. 0 g 

10 (2) HJff 7 0. 0 g 

(3) 3— >X^— 5 0. 0 g 

(4) "SJ^^>y> 7. Og 

(5) Xt7U>S|-7^^A 2. Og '-. 
###15 C- 3T#^>n^<b-&^l 0. 0gtXf7'J>H7^y^3 

15 . 0 g^pJ^tt^>y>CD7K^7 Om 1 (pT^tt^>y><hL,T7. 0 g) 

-emmtvit&* ssu at7o. o g^^tKn-^x^-^s o. ogt 
fg-^bfc. n^$EiguTi o o o&v&m&mzo 
mmm 1 d 

( i ) uss^i i (Dit&m i o . o g 

20 ( 2 ) 60. Og 

(3) 13 — >X^-5^ 3 5. 0 g 

(4) -fe?^> 3. Og 

(5) Xf7'J>SlT^y'5A 2. Og 
H»JlT#e>n^:{b^l 0. 0g£5W6 0. 0 g&cktfzr— — 

25 ^35. 0 gOjg^tl^ 1 0li%^7f >Mt3 Om 1 (if^^><hbX 
3. Og) ^fflK 1 mm^ 7'>a©i*IUTSSfift tfcft, 4 0t« 
L/WISifibfe. #^n»$Xf7 'J >H7^y>^ A 2 . Ogii^b 
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(i) mffiMKDit&w 



10. 0 g 



(2) ¥Uf 



7 0. 0 g 



(3) 3->X^-^ 



5 0. 0 g 



(4) Bj^ttx>y> 



7. 0 g 



(5) Xf7U>i7^^A 



2. Og 



l^«JlT#^n^:>fb-&#Il 0. 0gtXT7'J>i-7^y«)A3. Og 
^"J^145 :; >y>(D7K^7 0m 1 (pj^^>^>«i: bT 7 . Og) Tig 
10 itVTzm. ft»U 3U*7 0. 0 g*3d;^r3->7.^-^5 0. Og^l 
Ac. S^«*EiUT 1 0 0 0«©*£ffll£»fc. 

##0U E hJM3tecDNA£^fcPCRj£l~<t;3^;/ hSLC-1 ^#cDNA 

h«M5l5poly (A) *RNA (^0->5^^*fc) ^iltU ^>^A^ 
15 ^V-£^Tj£Sfe^KJ&£fr&^;£o ^^RJ^«, ^#^RNA PCR ver. 2 

dna^ ^ ^-wssufca e ic»gR $n«fi«oi^ii« $ nz> £ -5 

--t©l&K:»e^©5W;:ffl«»*Sai i©«arr3£*GaiJ&*#iD£ 

«fct^s»«c*n^n©iwia»*©BiiG5ij*#ipufc. f^tt®fi^a ( cdna 

t*§!5 ^DNA^^-f T>-^0.4mM, 0.25 mM dNTPs, pfu (7h7^^- 

25 -tt) Srffit^ 94<C • 60#(DJD^(D^ 94*0 • 60£k 60*0 • 30&\ 72*0 • 150 
&<DlMl7)\'&Z5®m9i£U «£K72rT10#|fflE*£;*-B:jfc. if 4gjg#ja>tilgg 
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5 £:„ PCR-Script™Amp SK(+)^D-->^u/ K (Xh7^y->tt) OMTjK: 
(ElJRL^iDNA^y^X^ K^^— pCR-Script Amp SKO'vtJ-T*^ D — ~ 
>^b£i. iMX'>iUt7 3»J (Escherichia col i) XL-1 Blue (X 

ICiAUT^HUm cDNA^A§^£ff^D->£7>kf 

10 ^Mbfc^£lg&£/B^T7}gtU ^K^^E. coli XL-1 Blue/^^/hSLC- 
l£r#fc 0 <®*<£>^7D— >£X>fc!^U >^^tfLB^«!T-|ftigiU, QIAprep8 
mini prep (+7y>ffi £flH>T7^;*5 KDNAfcHMSLfc. P^bfeDNACD— 
^£fflV>Tffll®IM£Sal UScktfSpe IK<fc.&«»r£fTft^> f¥A$nT^£^ 
S#cDNA0rH-©*#S&ltBl'fc. ^S@2^J<£&£<£7c#(E>M^k£DyeDeoxy 

15 Terminator Cycle Sequence Kit (/1— ^>x;i/V— ft) V»Tfr#:V>» ^Tfc 

©S2*J#«^£*lTtr*S7y hSLC-l^>/\°^« (E#l##: 3) £3— K"3~-5 
cDNAS2^iJ (Lakaye, B. et al. Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 
(1998), accession No. AF08650) (DVMlZSiX IB»E^!l^#fllU, MtdSpe I 

20 mwmm^muvrcm^mmt-mt^^h^mmiyft (@E3Wf : 4) . 

###| 3 E 7 V hSLC-l^CH0^flg<D^ 

itfe^^A^n^^xa KfCfcoT^Kfe^^n^E. coli(D^D— >i 
25 OPlasmid Midi Kit (^7^>t) SfflUT^7X$ F£rIH§S{l/» ftMUmSal 
I&itfSpe IT^J^f L/T-f >-tr- hg&#£#J9mLfc. -f hDNA«mm^c 

» 7x;-^^dd$MM x^/-;i^I££fT&oT0^l^o CO 
-f >1J— hDNA£Sal I&itfSpe I"rS)#r XstzMmmmmM^Z * — 7*7X5. 
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KpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 1219, pp. 
.. .251-259 (1994) fem^pAKKOl. HH<hPl-©^^^-y^^^ H) tCjtJP^., T4^ 

pAKKO- SLC-l^^L^io 

5 pAKKO-SLC-lT^K^LfcE. col i DH5 (I — 3-#—) &mW&. Plasmid 
Midi Kit (*7^>tt) Srffl^TpAKKO- SLC-IO^^X^ FDNA£H§Sib£: 0 £ 
tl^rCellPhect Transfection Kit (7TytA7 7^y7A'-ftf^a) £ 
^Vi^cD^D hn;PJ3^oTCH0 dhfri9HilS^ALfc. 10 jtig(E>DNA£ U > 
®?^j;i/i>'>A(i:0^a:^^<hb»24B#F B 1tfF{C5x 10 s *fc«l x 10 6 <®<DCHO dhf r 

10 m^mmVtzlO cnr>^— KC»lL/i„ 10%^/te^jfom^tfMEMaigife 

4 E y hSLC-1 Hr^-^eKmRNA(D^»<Z)i«ViCHO/ SLC- 

15 lttlD&^OS^ 

###J3 ET^il^n^CHO/ SLC-1**56^D — >©tfi7f hSLC-lMi:/ 
^— 5eHmRNA©fgH«&Cytostar T Plate (77->t A7 7^7->7/H =fr 
SfflV*, M©7°a bZVUZft-DTUTO&^lZMfeVtCo CH0/SLC-1 
W^O- >£Cytostar T Plate<£>€-wel l\Z2. 5 x 10 4 {®-ToSaLT24I^F B 1 
20 mmist£'&. l0%ftjy?V >K:<fcoT*BIII&£B5£l/&. S-well £0.2596 Triton 
X-lOO^iPLTifflilSO^jg^^^tf^:^ 35 S^^;H,fc@2^J#^- : 5© 
. riboprobe^iDATA^^U^X^-frfc. 20 mg/ml<DRNaseA£&weI 1 ICiD^-T 
itg|<Z>riboprobe£tgrt:U :7V- h < $5fc^L£:l£, /W7*'J^Xtfc 
riboprobe<Di$[#tS'l4STopcounterl?aiJ^b/co &l*St£<Di^*fca%RNAfgg!S 
25 mRNAfg5g»©i^3^ D — ><D*fr*>. D->#^44^ii^ 

##0!J5 E t hSLC-1 cDNA^^tjy^X^ F<Z>i£g§ 

b hJ!&!EJM$fecDNA library (SUPERSCRIPT™ cDNA Library;GIBC0BRL*t) 
Genetrapper cDNA positive selection system (GIBCOBRLtt)COT— zl7MZ$£ 
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oT , 7 7-y Fl x>K**U7'~ fc*£/B^T, DM\Znick$:Atltz'&. X 

J§&J€M3fecDNA library^^Lfeo 
Kolakowski Jr. £ (Kolakowski Jr., et al (1996) FEBSLett. Vol. 398, pp. 
5 253-258) <Dm&\zm-3^Tftmisfc&Pm^: 6 <D£rj8,*V3z?Uyt^F ( 
accession No. U71092(D1434-145HCffi^) ©3* ^fcbiot in-14-dCTP£ 
Terminal Deoxynucleot idyl Transferase^^ viTttflnb, biotinfb^U ^ 

l*»t h^M^cDNA library 4Mg£95 t C-ei#«*SU£:^> 5*C±T&?& 
10 U biotinfb^D:*^ U^H20 ngSrfln*., STlC-eil^, gs#/W:?*»J^ 

iP^., MAGNA-SEP Magnetic Particle Separator (GIBC0BRL&) £JB^T* biotin 

Kolakowski Jr. £<£>I8@ (Kolakowski Jr., et al (1996) FEBSLett. Vol. 
15 398, pp. 253-258) KS^TfE§3Lfcge^J#*t : 7 U zf^? ^ 

H (accession No. U71092<Z)101 1-1028^+g^) 50ngSr^v-r -7— iCbTVXjx 

###16 E J£g|L7ct: hSLC-1 cDNA^^y^^^ FO&SIS?!! 
##0115 E-^ft^n^y^X^ F$rELECTR0MAX™DH10B™Cells^Xlx^ 

20 I— > 3 >^TiALT^«ltoilUct, cDNAjf ABfrtt-£itO^ D->£7> 
tr'>'J>RtXX-gal Sr^trLB^^fl64>T^L, efe£M-f3^ n-><E>#.£ 
iitfcOtM-eo^^T5rlL, mmmmm. coli. DH10B/hSLC-l£#£: 
o <®*tf)^D— >$7>tfy'J>€tmBigJl!!-e- Bfeig^U QIA prep8 mini 
prep {^-T^fy^d^m^-ZZf^T,^ KDNA^fjtgf Lfc„ &gg2JU*fe^tf>£:#>cD 

25 Kfofe. DyeDeoxy Terminator Cycle Sequence Kit (A— ^>x;UT— it) £ 

IB^iJ (gE?U#^ : 9) it. Lakaye£(D$8^ (Lakaye, B. etal. (1998) Biochem. 
Biophys. Acta, vol. 1401, pp. 216-220) Id&l^T* t hSLC-1 (DffiFl&StS 
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t hSfc-feteDNAig^iJ (accession number :Z86090) ^htizVX^y hSLC-l^£> 

mmzntz&mtuxmmznx^zit hslc-it = /mmmtitmu-oxa 

K>. mfe$ZF\<D2 Z\Z6S&m47 5, JM±mzffl%iZi K^&SATG^niRNAJi-e 
ft&fZ>Z\t*9K\sX^Z>o Z\<DUm^n— K-r-SDNASr^tf^^X^ Ft£J:£ 
5 ^jfi£&#Escherichia coli DH10B/phSLClL8£ I FO^itfN I BHlC^ffcL 

##0tj 7 E t h^Mi^cDNA^ffl^fcPCR^td 1: HSLC-lcDNAOiiifi 

^->h^^^(CckD^O-->^$n/c:h hSLC-lDNAgeJU^t^y 
^7.^ FSrgfMtU IB3?iJ#-^: 1 0:fcj;tfl 1 <D^/£DNA:/^<^— £gB3*J# 

10 i 2*3<i;c^i 3(D&mmh77^^-&m^T?cRmz£z>mm : £: j tn'en 

frfcofc. iifi^©*f4gDNA£fc bSLC-l(S)£, ^CDJ^iliiDNA^t: hSLC- 
1 (L) <hfft£U*:o -&^DNAy^-f7-«^#:Ma^jaiR$nS^<Djt^^ 

15 nz>±o\z. %m&&mm\ztt?n<Dmmmm<DMmmm*mui<fro th 

SLCH(S)^©£^<Dm/&«> khSLC-lDNASH^J^tfy^Xa 

tfl, ^/&DNA:/^<-7-£-0.4/zM, 0.2mMdNTPs, pfuDNA^ >J ;* 7— ifO. 5 it/ 1 

-t^;w*i*-t;mm^- (/t-^>x;i/-7— a) 94t; • 60SxDjn 

20 f&<D^ 94<C • 60#, 57<C • 60#, 72*C • 150® <D^ 2)l<&25®mK> ilU « 
^72t:- 10^«iab/t. b hSLC-1 QL)Mm<?>KJ&m<08j£\** k hSLC-1 
DNAIB^J^tf^^X^ K#HS!5 K ^jsjcDNA:/^ T— S-0. 4^M, 0. 2 mM 
dNTPs, pfuDNAsffU,*^— £0.5 # l*«klfl»*K:ftJR©/ty 7 gg^Jifc 

25 ;i/"7-1±) £fflt^, 9413 • 60#©JP^©^ 94t: • 60tK 60*0 • 60#, 72*C • 
3#©iM^;i/£25tH]iS£r)SgU »ftfc72i: • 10#«»Lfc. *84I£4fc<2)tt& 

fritz. 
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5 feo PCR-Script™ Amp SKO^D-->£^y h U b7?zS->1±) (D$&5\Z 
VtlsK IsIiRb^iDNA^^Xa F^^-pCR-Script Amp SKO^^^D — ~ 
>t/L>JZo dtl^Xyi'JkT 3'J (Escherichia col i) DH5 acompetent eel 1 
^^AbT^K^Lfc^, cDNA^A#rJt£it^a-->£ 
7 > tf -> U tfX-ga 1 £^tfLB^ Jgifc tfTlJ? b , & & SrMT -5 9 D — > 

10 CD^£MffiLfco£^£fflt,iT#HU khSLC-1 (S)O^K^#:E. coli 
DH5 a/hSLC-1 (S) £ b h SLC-1 (L) <DJ&M&&fcE. col i DH5 a/hSLC-1 (L) 
. fS^(D^D — >«rT>tf->U >S:^mBJgjfe-r— B^ig#L» QIA prep8 mini 
prep (^7^>ft) ^JE^T^X^ KDNA&WilLfc. PB§gL£:DNA<Z>— SB£ 
JS^TfrJPESPifiSal I*5<fctfSpe 113 £2>Vjm&ftU^ mxZtlT\ f *Z&&& 

15 cDNAI^Jt<Z)*#$£?£IgL£:o &»@2^JO&^<Z)fci&0;K/£«DyeDeoxy 
Terminator Cycle Sequence Kit (A— ^>x;l/V— ft) ^ffl^Tfr&V*, 

n^^#DNAS3^J (SB^J#-^: 1 4) ^fcitft b SLC-1 t UTSH 
20 J>J#-*f : 1 2*3«fctXl 3(D-&^DNA^^<^— 1?ii'li^n^)^.€DNAiB^J (IB 

mmn-. i 5) tc^-n^n— mvrco 

###| 9 E k h SLC-1 (S) mmCH0fflm&£ZS t h SLC-1 (L) ^CMMScDfl^ 
###J 8 ETlH^Jfrltfg^nfc t h SLC-1 (S) b h SLC-1 <L)*U&A3n& 
y^X^ HlCcfc-DT^Kfe^^tl^iE. coliO^D— >J;DPlasmid Midi Kit 
25 (*7^*>*t) ^ffl^T^X^H^ifiU frJPggiiftSal I43£tfSpe 

p D*;kkJSffl> / — frttm&ft ftoTigJKLfc-. d<ZM >-y— hDNASrSal 
I^ck^Spe IT^JglfLfci!l#lTO^ffl^^^-y^X^ KpAKKO-lllH ( 
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Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994) 

temopAKKoi. iwtm— (D^zp-y^xs. h*) Kin*., u^^y—Ts &m 
ig) &m^T7-(y-~>3 >$rff^^, wmkmmzf^xs. hpakko-iislc-i (s) 

£pAKKO-hSLC-l (L) £$t^L/c. 

5 pAKKO-hSLC-1 (S)cfecktXpAKKO-hSLC-l (L) TJI^K SEi&bfcE. col i DH5 a (1 

3— ) &mm'&. PlasmidMidi Kit (*7^>t) V>TpAKKO-hSLC-l (S) 
<hpAKKO-hSLC-l(L)©^^X^ KDNA^HtSlLfco dn$:Cel lPhect 
Transfection Kit (77ytA77J^y7/Htf^t) ^ffl^^#®^o 
buMzft^TCHO dhlrMmzmAVrco 10 agCDMA&O >mi3)Uy^7Ah 

10 ©*aaHJB«tU, 24B#Fb^bu{C5 x 10 5 ££:tel x 10 6 P<DCH0 dhf rfflffi,&mm 

mT&mistc. il^ig%4 , Tii^bT<^t hSLC-KS) jt^SACH0lfflJ9ST 
&Z>MM&&fflm<D=lU---56?a — >£>&Zt. h hSLC-1 (L) iH5^*ACH0 

1 0 E t hSLC-1 (S)*5£tf t: hSLC-1 (L) am^SiS©^*^ 

###J 9 ET^$n^:CH0/hSLC-l (S)#c56^ D — >43 <fc tXCHO/hSLC- 1 (L) 
#c61^D — >©mRNA<Df§5ia£Cytostar T Plate (77ytA7 7^y7A* 
20 -Y^-^lfc) mtt<D7n bU)\,\Zft-oTUT<D&?lZfflfel,fZo 

. CHO/hSLC-1 (S)£M3<fcOTlO/hSLC-l (L) m<D&? D — >£Cytostar T Plate©£- 

weiiK2.5x io 4 m-r^>mmhT2mm^mvrzm. w%*)v?*)>\z&-DTm 

fia^H^bfeo ^&well(C0.25% TritonX-100$:^irabTifflllS(D3gja'l4^a5frf^ 
35 S^^;PLfelH^J#-^- : 1 6<Driboprobe£iOATA<:/U^X£1*£:o 
25 20 mg/ml<DRNaseA$§weinciJP^Tjgil©riboprobe^?^l:L, -/Ix— h^ < fc< 
Sfc#L£:l£> A-f ^U^-rXb^:riboprobe©S5c^f4^TopcounterTS!l^b^: 

#t3^P->#^-57<&^(CfflV^o 
tt»«l ^fb^CDGTP r S/x-r >^7 7t-f $:fflv^7>^rf-x 
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mmm 1 o Et^^n^t hsic-mmcmmm^ d->57*5J:^##^J4 e 

5 S^^TK (pH7.4) fdfcK iitf7y hSLC-l^CH0*fflJ^(lxl0 8 {@)^^ji$ 
ii'frLfco MO^l^y MCJfc^v**— hA*7 7 7- (10mMNaHC03 , 5 mM 
EDTA, pH 7.5)£10 mlflDA, >J h n >*qE> J ^-1'if— SfflUT*^*— h 

L-fc« 4ooxgTi s^r^^o b xtt e> n*: ±m & £ e> 1 00, 000 X gT 1 HMHfflto b 

10 Tr is-HCl (pH 7. 5) , 1 mM EDTA, 0.1% BSA(r>i>Jfil?*T;P^^ » , 10 mM MgC12 
, lOOmMNaCk ImM GDP (^7/ ^>5'-— U , 0. 25 mM PMSFC7;c— 

^X;U*~;P:7;M-^-f lmg/ml f/X?3 L >. 20mg/ml p-r^^> 
, lOmg/ml 7*Z7t7aH>]lliIU 100, 000XgTlB#fiS^i>L£o 2£M 

15 & -80° CT##U ^fflOf&m^bTffl^fCo 

l^>£g<D967t7V-M;:, T^y-fe-l'/tiy^T-T^L.feSLC-l^CHOifflJBam 
®7>171#l£?mb£:^ DMSO^rr^fRL2i3xlO- ,0 M MCH 2 ml, ffi*<E>}t^ 
\Z%>%lVfc&mt&yom%l 2 mU ^OT^-GuanosineS'-Cr-thio) 
20 triphosphate^— fb^p°p ttSS) 25 ml£, ^n^tl^iJnbfcCSBM^^ 
: 20mg/mk [ 35 S] -Guanos ine5 '-(r-thio) triphosphate*!}^ : 0. 33nM)„ Z.<D 
£jfti&£25'CT 1 Bffyj, «#U&^£^£1*; , c&> ^^X^/;W^-(GF-C) 
^ffl^T^l^iSU ££KlSfc*£?j£ (50mM Tris-HCli^»^ pH7. 5) 300 mlT3 

frhg<Dtii;ttm&) xioo<hLT, &&m.nm (%) frzittim&i c 50 m& 
imiL e** osn tc^-r. 
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1. 5£ 



(0)j 




5 - ess*, Ar 1 &£zfAr 2 ittn?nw&m&mvT^Tb<k^mmm&* 

R 1 &£ZfR 3 «^-n-€n(i)7KmiM^ (i i)7yJH$it^(i i 
10 R 2 £<fct£R 4 te^-tl^n (DtK^HHS (ii)S^S^WbT^Tt)ck^T;^ 

2. Ar 1 ^itfAr 2 ^tl^tl 

20 (d)->7/l, 

(e) Any>{b$nT^T t> J: H C , _ 6 T)l<*)l>&. 

(f) ADy>fb$nT^Tfci:^C3. 6 y^o7J^;H, 

25 (i)kh'O^yS, 
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(i)75yi, 

(m)Aoy>{b$nttiTt)J;^C 1 . 6 7;i/^l/-*Mz;i/75/S» 
5 (n)^;i/^;i/S, 

J: v > C l _ 6 T )l*r)V - ts 

(p) C t _ 6 7WJh*MUW^ yl, 

(t) C , _ 6 T)VU * 1/ - - tlTt^T t> cfc ^ / - C 1 _ 6 T)V 

15 )V-ii)vn^ 
(w) c , _ 6 t; 

(x) C j _ s7)V3r)V7,)V7 J 

(y) JhfS (a) H V (x) £ MlttlS 1 & t> V 4 tT^T J; ^ 
20 C,. 10 7U-;H, 

(z) _tte (a) H b (x) 6.1«n5 1 is. ^ b 4 <® (Dwmm&m VX V>T J; ^ 

c 6 _ 10 :ru-;M-*~>ak 

(aa) /\ n 5 s >i£ £ tlX V it fe d: C 6 _ , 0 T U — - 

25 (a^c^T;^*^-*;!^-;^^/^ 

(ad) c 6 _ 10 T»J-;u-^;i/^zi;wT^y». *5cttf 

(ae) C 7 _ , 6 7 7/^;P t + y - (AaP) ^£3Item 
§SiS^ l7S:ViL5<®WLT^Tt>ckVi (i) C 6 _, 4 T (ii 
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R 1 43 c kOCR 3 *J-tn-?n(i-)7K*JR J 3P, (ii)-CO-R a > -CONR a R 

o 

b , -SO-R a , -S0 2 -R a > -CONR a R b , -GOO-R 3 . - ( 
C = S) 0-R a , - (C = S) NR a R b , -SONR a R b , -S0 2 NR 
a R b . -SO-O-R a S0 2 -0-R a Tgb$n57yJH [ 

10 iS^ R a « (A) tK^M^; (B) *s 
(C) (a)ADy>Jgf, 

(b) c 1 _ 3 t;u^I/>> ? ^->«, 

(c) -hDl. 

15 (e)/\ny>ffc£ftWT*>J;^C ,.,7^8, 

(f ) A P ff >it-£ ttT t^T cfc V> C 3 _ 6 ^ p T)V^r)Vm. 

20 (j)7$yi. 

25 WC^JM^-^MZM, . 

(p) C j _ 6 7)V*)V- - v'S, 
(q) 

(s)^;i/A^-r;PS> . 
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(t) J - C,.^;^-*^/^^!, 
. . . .(u) y-C v _ 6 T)V^r)V-ti)Vn^ 
(v) 

(w)c 1 _ 6 t;(/+;ux;u^— 
5 (x)c 1 _ 6 t;i-+;1/x;u^^-;us. 

(y)ii5l2(a)&^L(x)^£Mfcm<5 1 4®©e&S£WbT^Tt><fcV> 
C,. 1 ,7U-MI, 

(z)j|iifB(a);&^L(x)/^e>^tfn<5 1 4<@£>m&S£: ; £"LT^T ! b<kU 

10 (zz)mBU)t<Si^ls(x)fr£>M&tlZ> 1 4{S<£>g&g£rWLTHTt> e J;^ 

(aa) v- C r . 6 7»-*^^7$/I, 
(atOTJl^r^-OI/S, 
(ac) C , _ 6 7)Vu - - ^ / ^. 
15 (ad)C 7 . 16 77W^y-*tol^75yi, 

(ae) C 7 _ , 6 7 7)\s*r)l*3r ~>M. 

(af) c J . 10 7U — * 

(ag) C j _ g 7 )V*)V- t>)V# zl frttz/m. 

(ah) C 6 _ 1 0 7 V—)\s-ti)V-#—)V7^ /S, 

20 (ai)c 6 _ 10 7U-;u-^;w\* ; E-i';i'S, 

(aj) C 7 _ , 6 7 ?)V*)V7 5 J -ZDV-fc-frm. 
Uk)C 7 _ l6 7 7)l*)lsiJ)\/#-A7 

(al)C 7 _ 16 T^;i/^;^^S/-*;^-;U^i>^^>^P (BaS) fr£ 

25 7;^-;i/S> ®c 2 _ 6 t;^-;us..(DC3_ 6 5>^pt;I/^s. ©c 6 _ 14 

7 'J £ fct© C 7 _ , 6 7 ? ; 
(D) (»)Aa»*61tfnsi»S, 

(b) B a^^jitin^fi^S^ l7^^L5i@^rLT^Tt><t^(l)C 1 . 6 T;i/ 

®c 2 _ 6 T;i/-5r-;i/S, (Dc. 2 _ 6 t;^-;^ ®c 3 . 6 ^d7^ 



WO 01/21169 



PCT/JPOO/06376 



231 



(Dc 6 _ 14 zu-;ps*^«(g)c 7 _ 16 T^;u^s> 

5 3 i&v>L4®<B^Djfi§C^&^tr5fctr>l, l OMc^^MS; Sfctt 
(E) Cj.eT^+y-^M-^M; 

(iii)B ap75^M^n^emS$: l^^L 5ifflWLT^Tfe«tVi®C 1 _ 6 7 

(Dc 2 _ 6 T;i/^ri;i/S, ®c 2 _ 6 T)V*-)vm. ®c z _ 6 ^^ut)V 
io =^s, (Dc 6 _ 14 TU-;ps*rc«©c 7 _ 16 T^;^;^€r ; 

«iftS*WLT^Tt>«J:^C 1 _ 6 7 , ;i/^r;uaS*fctt(iii)B ap«^j$W 
15 (i) 5£ 



§t£, vte5£ >o, >c=o, >c (w) -w a ^fd«>N-wTSt?^n§ 

25 T)V*r)im*^-?) , 



N A V 



(ii) 5$ 



N B 
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X(i-CH 2 - -CO-^ctt-CH (OH) 
10 YIJ-CH 2 -> -0-^ctt-NW b - (W h m a) Tkmm^tilZ (b)B a 

k*5cktfmte^n^n 0 fct^ L 4 t^o k +mte 1 b 4 <£>Mf££ 

» 

n « 1 fcH L 3 CDgp:£^T) T^^n^S^^-r^^ 1 te^<Z>£!l 0 
15 3. Ar 1 ^5ct^Ar 2 ^tl^n 

(a) ADy>If, 

(b) C 1 _ 3 T;i/+l/>> ? ^->S. 

(c) -hDS> 

(d) y7/$> 

( f ) A □ y >fb $ nT 1/ »T J: ^ i C 3 _ 6 -> ^ P 7 JM^I/g* 

(g) Aay>{b$nTtiXt>«t^iC 1 _ 6 7;u=i^->s. 

(h) AP^>>fb$nTViX ! b«J:^C 1 _ 6 7^^^S, 

25 (j)7a/S, 

(k) / - C x _ 6 7)l*)lT ^ y 



(iii) 5£ 
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(i) ^-c,. 6 7;^7$ys, 

(m) C j _ 6 T)V*)l -t>)V#-)VT 

5 (p)c 1 _ 6 7;i/^;w-^;u^n;i/^i>s, 
(q)#;u#*>-;i/S, 

io (u)^-c 1 _ 6 t;p^jI/*;w^'T;I/S, 

(w)c 1 _ 6 7 , ;U4 L ;Px;p*n;i'ai, 
(x) c , _ 6 

(y) ±IS(a) & V* L (x) e>I«n5 1 & V* L 4 f@tf)fi&X£:W IT V>T J: V> 
J 5 C 6 _ 10 T'J-;i/S*3J;^ 

(z) ±fg (a) & H L (x) ^ £^fc?n<5 1 U 4 <@CDfi&S£W UT V>T =b «k ^ 

MWLTHTfccfc^ (i) C 6 _ 14 7U-;l^££:fci: (ii) IB*fl(7'£UlK:&X 

R 1 ^ct^R 3 ^n^tl(i)7Km^, (ii)-CO-R a , — C ON R a R 
25 b , -SO-R a , -S0 2 -R a , -CONR a R b , -COO-R a » - ( 
C = S) 0-R a £*:«- (C = S) NR a R b -vmt)^n^>T->)m 
. R a \t (a) tKSIM^ (b) tlJU^'»im, 
(c) (a)/\ay>JSH\ 
(b)C 1 _ 3 7;^U>^^r'>S> 
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(d) y7/I, 

(e) ADyMk$nT^Tfc<fc^C 1 . 6 7JWS, 

( f ) a o y >^ $ nt ^ t t> £ ^ c 3 _ 6 is ? d 7 )i>*)i>m* 

5 (g) AnyWb^tlT^TfectV^C ....TJI/n + yS, 
(h) /\ U ? >4t £ tlT^T d: H C 1 _ 6 7;i/3r;l^5*-«. 

10 (D^-Gi.eT^W^yl, 

(m) C 1 . 6 7JW-i3M-Jl'7 ^ / 

(p) c , . 6 7;^;i/ - ^;i/^-^t+yl, 
(t) ^ y - c 1 _ ^w^JWN't'i' ;i/S> 

(u) V- C ^sTfr^frtDVrt^ )vm. 

20 (v)x;pjJnS> 

(w) c ,. 6 7j^;wjI/*z;ps, 

25 (z) sufB (a) u (x) ^ zmisnz iu\,*i,4 m<Dw&&&m lt<^t & ^ 
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—)im. ®C 3 . 6 y^o7WI, (Dc 6 _ 14 yu-;us*fcfi(i)c 7 _ 16 T^ 

(d) (a)/\Dy>JG§H=\ 
(b) C j _ 3 T)V* V > V ~>S, 
5 (c)-hDl, 

(d) y7;l, 

(e) (a^Aay^f, (bb)C 1 _ 3 T;^l/>> ? ^i/S> (cc)^hDS, (dd) 
y7/I, (ee)ADy>-ft$nT^Tt>c);ViC 1 _ 6 y;i/^;^, (ff)AO>5r> 

10 ViC^ey^P^v-S, (hWAnyMb^tiT^Tfci^C l - 6 7Wf 

s (\\)i?-c x _ 6 T)v*)V7^;m. wc^^^-^M-ji'Tsyi 
, (nn)*;i^;i,g> ^c^gT^-^M-m (pp)c 1 _ 6 t;wu- 

*M-M*yS, (qq)^;P^^'>;i-S, (rr) C j.J^^y-^M" 

15 (ss)^;w^-r;us, (to^y-c^TJU^w^A^E-r;^ (uu) 

y-c 1 _ 6 7J^*;i'A' ; &'r;n, (w) tji/**, (ww)c 1 _ 6 t;I/^;^;w^ 

-^g, (xx)C 1 _ 6 T;i/^;i/X;U>'>r->'PS, (yy)MfE(aa)&^L(xx)^£^ 
fcfn<5 l&V>L40(Dgmg£WUWTt><fcV>C 6 _ lo 7U-;i/X, (zz)itufE 
(aa)^Vib (xx)^e>S^tl-5 1 7^ViU 4<H(DM^S5rWbTtiT : b^ViC 6 _ x 
20 0 7'J -yi/^xg&itfCzzz) MfB (aa) b (xx) ^ ZMlZtlZ l^L4i 

(f) Aoy><b^nTViTt> e ktiC 3 _ 6 >'^DT;i'^S, 
25 (h) Any>^nt^tfe<t^c j _ 6 t;u^;|/^«, 

(j)7$/S, 

(k) y - c j _ 6 t;u^;ut ^ / 
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(0) c 1 . 6 7;wi/-*M-;H. 

(p) C ,. 6 7W-*M^M+yS, 
5 (q)#;i/#*->;i^ 

(r) C^^J^^y-^M-m 

(Oty-c 1 . 6 7^*;wji'A' : E'fJH 1 
(u) v - c , _ 6 t;!^;^;^^ 
io (v)x;p*^, 

(w) c , _ 6 T)i*)i'X)i-fc - 

(x) C , _ 6 7)V*)lXJ)s7 J =L)Vm. 

(y) Hfif2 (a) fsm V (x) <bM&nz> 1 b 4 ®(Z>g&g£WbTV>T t> J: ^ 
C 6 _ 10 7D— ;U«43«ktf 
15 (z)mfe(a)&V>L(x)^6^fc£*l£> 1 &^L4^<7)g&g£*rLT^T ! bJ;^ 

c,. 10 7U-;^>'S^^5» (cm) *^i«n5iM^i^^U5 

PWLWCfcit^ ^m^ntc^mM^ ^^^«±:^^^€> 

*r)\>m. ®c 2 _ t T)Wr-)\>m. ®c 2 _s7)v*-)i>m. <dc 3 . 6 ^d7;^ 

(1) ^ 
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V«5£ >0, >C = CX >C- (W) W a $.rz\t>N-WT'mt>2tl2> 
5 (DC3. 6 y^D7MM, (DC 6 _ 14 T'J-;PS*^:^©C 7 _ 16 T^;l/^;^ 

(ii) 5£ 

-00 

«&S£l£U>L5{HWLT^Tfccfc^4&^Ll 2Mff^/Tt) 

(iii) ^ 

,(CH 2 )m 

-N 

(CH,) n 



10 




15 

Xli-CH 2 -. -CO-Sfc«-CH (OH) 

Ytt-CH 2 -, -0-£fcte-NW b - (W b tt(a)7K^0^S^:«(b)B^ 

4. A r ^.ktfA r ^^^(OAD^^SfcttCLeJ^^ + ylT 
25 «J;tfim«W6atfn*l3te^U3fl©^'T-nJK^*^tr5*fctt6J| 
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6 . j o -v&zm&m i c«©«9. 

7. R 1 5 ^i^U 6 1®^$HilS^bT^Tt)«}:UC !. 6 7^ 
feck^ C 7 _ a 6 T ^; (i i i) C x _ 6 ^->^WbTViT J: 

R 2 ^(i)7jcf^^> (i i) C 1 . 6 7)l^rJim^rzitC\ i i) C 7 . 16 77MJH$ 

10 (i) ft 

— N^V 1 



V^Zft >CX >C (W 1 ) -W^^ckj^N-W 1 (WWa)*^ 

S^tl^ni^LafilibT^Tfei^Cg.j^'J-M, (c) 
2McOC 6 _ 10 TU-;i/»^WLTV^Tfc=t^C 1 _ 6 T;WI/SS^« (d) tf 

20 (ii) ft 



(ft*, b i mt***v mmtzit i^b2i©c, _ 6 t; wvm-zwmztiT 

25 ^n^fi^S^l^ViL2©WbTViTfe c kV^>-fef>^^^'r) 




(iii) ft 
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5 ^>-tf>^£, XMi-CH 2 -^di-CO-^ Y'«-CH 2 -tfdi-0 
R 3 ^(i)TKiEf, 

(ii)5£ -CO-R 5 (R 5 «(a)7K^^> (b)#;P#^>;i^ (c)c 1 _ 6 r;w 
<d)C 1 _ B T;io*~>£WLTVvrfc<fc<, ^>if>^<i:*§^LfcC 5 _ 
10 6 y^ □7M;Hifc«(e)y\ny>iif , C 6 _ 10 TU-;US. C 6 . 10 7U 
- * t ^ / m& e» & s ^ e> si tin 3 i & ^ l 2 i@ & w 

15 (iii)5£ -CO-Alk 0 -R 6 [A 1 k 0 «t K D3=- vX^WUT^Tfc^ 
^C.-ey^Jk -ho, C 1 . 6 7Jl/3 + y, C X . Z T )V^-Vy^^^^ 

^c 6 . 10 7'j -;wa&&> £&ss^ satin* 1 b 2 {How&g^w lt 

lvrfc«k^C 6 _ 14 TU-;i^ (b)C 6 . !0 7'J-;^yS, (c).K*IR^^ 
S^Wf* 5 fctr>U 6 S<Z>^##Htf^g, (d) C l - 6 7)V*r)l,-*)V#=L)],& 

, (e)*^2t?^^;us, (f)c,.,7;i/3*'>-*Ji/toH, (g)c 1 _ 6 y;^ 

L2MWLT^T : feJ;Vi7^yS, (h) t H n^>£WL wr*><k^ 5 fcl>V 

25 7i©iiii. (i)c 7 _ 16 T^;^;i/^-^->S. (j)c 6 _ 10 7'j-;p-^;u^ 
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(iv)^ 

— CO— Qa—Y n — r 7 




(Qateo£- (CH 2 ) s- (s filter L 3 ©Mg^^T) (CH 2 
) t-CH= (tttO7i^L20lt^-r) "«fc>£n3S£, R 7 fi7X^0 

(v) i£ 

— CO — (^Jl— R " 

io Ttict^c^gT;^;^, (Od.eT^n^^-*;^-;^ (d)5S -c 

o-R d (R d te/\ay>mT&misT^Tb&*,>c 6 - 10 Tv-)im&f£iz&Lm 

-CO- (CH 2 ) i^-Re (r MS 1 &V>L 3<DSf&£> R e «C 1 _ 6 T;U3^ 

i") T^b2tt£S£*:ki:(f)-CONH-R f (R^iC^gT^^S^fett 

(vi) i£ -COOR 9 (R 9 if ><k2tLT^T>b&^C 1 _ 6 T 

20 ^-r) -r^^n^s, 

(vii) ^ 

10 




COO < N — R 



(viii)5£ -CONR u -R 12 (R^ttTKmM^^fctsc^gT;^;^^. 
R 12 tt(a)tHDty, (b)7^y\ (c)t/-X«y-C 1 _ 6 7iWI/-7$y 
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, (d)c 1 _ e 7';Wr;i/-*;u#=;k- (e)c x _ 6 7;io*->-;*j;u#-;k (oc, 

5 

<ix)5fc 

CONH — ^ — R 13 

(e) C ^T^n^-^l/tf-^WLT^T&ck^C ,. 6 7W-*M 

— CONH — U \l — R 14 
15 N — 



(xi)5£ 




20 (F^«^>if>^<t*S^bT^TfeJ:^5^:^b7fi©^#^^m*S: 
(xii)^; 



15 
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(xiii)5£ -S0 2 -R 17 (R 17 a(i)5^^l6l0tiiS^WbT^T ! b 
i^CLeTJWH, (ii)C 2 _ 6 T;U^r-JUS^^:«(iii)C 1 _ 6 T;^;U^ 

(xiv) 1 aeOAOy^SC^SfcttC 1 _ 6 T;i/:3^>g£WL 
10 ^C 7 . l6 T^)V^r)im. 

(xv) ^mmTO^^^m^ K*® j ?*«fct«ttiiiiR^6^*»3&^a»i 

(xvi) ^; 

R 24 

I 

C(K ^N. 



LJ 



[r 2 4 i**mm^&tcitc 7 _ 16 77)]s*)i**is-j3)i'#~)im&*-t'i t? 

(xvii)^; 



CO 




R 2S 



20 [R 25 «7K^m^ C 6 . 10 7U-;H, C 7 . 16 77^*M+yI, C 6 ., 

(xviii)^ -CO-A 1 k-NR 2 7 -CO-A 1 k 2 -0-A 1 k 3 -R 2 
8 

25 [A 1 kteW&m&mLT^Tb£\,*C ^eTAJrUymZ ; R 2 7 «7k^M 
fSfeSC 1 . 6 7JWH5 ; A 1 k 2 i3cfc^A 1 k 3 fcL |-tfc«If^T 
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5 [Aik 2 , a i k 3 *3ct^R 2 7 \mu£mmm& ; r 2 9 uwmm&'tn? 

(xx)j£ -CO-A1 k-NR 27 -CO-Al k 2 -NR 30 -Al k 3 -R 
10 31 

[A Ik, R 27 \ A 1 k 2 , A 1 k 3 itmtEiimMm^ ; R 3 0 «7km^. 

15 (xxi)^ -CO-A 1 k-NR 2 7 -CO-A 1 k 2 -NR 3 2 -CO-O- 
A 1 k 3 -R 3 1 

[A 1 k> R 2 7 , A 1 k 2 * A 1 k 3 *5cfctfR 3 1 HtHSif^lcS^ ; R 3 2 
MI2R 2 7 ^it^^T] T^£*l3S ; 

(xxii) 5£ -CO-A1 k-CO-NR 27 -Al k 2 -R 31 

20 [a lk, r 2 7 . a i k 2 *i^R 3 1 izmn^mMm^-r] xmzn&m 

(xxiii) 3£ -CO-A 1 k-O-CO-O-A 1 k 2 -R 3 1 

[Alk, A 1 k 2 43<fctfR 3 1 «Mf2^|W|lt*^T] T^£n<5g£^L ; 

25 &&IHZR 3 hR 4 fcm&-r2>&mm?tmzi£ 



(xix)^ -CO-Alk 2 -NR 



2 7 



-CO-A 1 k 3 -R 



2 9 
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8. r 1 ^(i) 5tz^L6m<D^mmmmmzmLT\,*Th<i:^c 1 - 6 T)i<* 

R 2 tfi(i)*mm?* (ii)C 1 _ fl 7Jl/*;i/**fctt(iii)C 7 . 16 T7>*;^* 
(i) it 

— N^V 1 



St£* V'|« >CX >C— (W 1 ) W^is&fcON-W 1 (WM4(a)7K*iK 
fci^C l . 14 7>J-;Htfttt(c) l&V*L2fi©C 6 _ 10 7U-;i'S£WL 



25 (it*, E 1 ^«C 1 _ 3 T;^U>^^^S. ZhPS, C^TJU^v-g- 



(ii) 5£ 




(iii) 5£ 
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, 7^ym, C l _s7)l*)l-tS)l#-)VT^jm&£TSC 1 _ ( .7)Vn3ris-ti 

>-e>m&. xMi-cH^tfctt-co"-^ y'ij-cHj-s^-o- 

5 R 3 ^(i)7K^^. -CO-R 5 ( R 5 (a) TkfgJBiC^ (b)^j;^^-> 

iai^b^c 5 _ 7 ->^D T;u^;ps*^tt (e) mmw^smiz&mm^ mmm 

10 (ii'OSC -CO- (CH 2 ) i^-R 6 ( r x « 1 3 <Dg$t£, R 6 te(a) 

Aoy>Hf, ADy^^nT^T^^Cx.^U^K — ha, C^T 

<S©emS<£rWbTViTfeJ;tiC 6 _ 14 TU-;i/S, (b)C 6 . 14 7'J-;^y 

(g) c ..eTM^J:^ , . 6 7;^;h^j;^-;w^)$ss^ 
20 (iv)^: 

CO-Q=^ ^N— R 7 

(QJij£- (CH 2 ) s- (8ttl^l/3®tl[ftwT) (CH 2 ) 
t-CH= (tte6&^b2<Z)gifc£^-r) T^fc>£n3S£. R 7 «7Km0^ 

25 (v)^; 

— CO — ^ ^N— R 8 
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Xh<k^C 1 _ 6 7)l^rJVm. (c)C,. 6 7^3 + y-*Mz;H, (d)3£ -G 

o-R d (R d iz/\ay>m?&&LT^Tb&^c 6 - 14 7v-)m£fztemm 

(e)5£ -CO- (CH 2 ) i^-R* ( r 1 1 V 3 R^iC^ 

(vi) 5£ -COOR 9 (Rn^ADyXb^nTViT^ctViC,.^;!/^^^ 

(vii) 5£ 

COO — ( \l— R 10 

is (R 10 «tK^M^ Cj.eT^n^i/-^;!/^-;^ ^yxtS^-Cj.eTJU 
- * ^ a^e-t a □ y ><k $ nx ^x & «£ i ^ n 5^ / ^ « a 

(viii) 5$ -CONR n -R 12 (R 1 HtTkmm^&rMC )l*)Vm&. 
R 12 tt(a)th*D^y, (b)T^y, (c)t/ -Xtev'-C !_ 6 7;W-75 7 

20 , (d)c 1 . 6 7^;v-A;PtoP, (e)c 1 _ 6 T;pn^^-*;i/^-;k (f)c, 

<ix)5£ 

CONH — / N — R 13 

25 N ' 

( R 1 3 « (a) TkmimT* (b) t H D * £ XSC , _ 6 7 )Vn * =y - 1> ~ 

$f&zmfrzmi£nz>w&m&mvx<b&^c l _ 6 7)\s3r)\sm* (c)c 7 _ 16 t^ 
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10 



15 



20 



_ e 7)ln * is - Jj)V#-)U& m LWT %>«fc ^ C , _ 6 7) ^Jh )V 

(x)^: 

C O N H — N \—R U 



(xii)S; 



( R 1 Hi (a) k H n * v&cktfC , _ 6 7)1 3 * -> - ts JV#-)\,fr £> fcZMfr £ 

iifcm&gt&S£WbTv>T&«fc^c 1 _ 6 r;i^;i^ (b)*;ua;UaS, (c)c, 
_ 6 7 JV 3 ^ > - % - £ (d) ^^m^^ HC^ KSt ct 

(xiii)5£ -S0 2 -R 17 (R 17 «(i) 5fj:tib6MO^^**WLXViX 
fecfc^C^eTJI/^U^ (ii)C 2 _ 6 T;U^r-;US*fc«(iii)C 1 _ 6 T;^;i/ 

(xiv) l75:ViL3®©Any>^$WL'TViTfea;ViC 7 _ 16 7'^;^;US 

(xv) ^m^mics^jH^, i?^n^*5i:txeii^^e)^^^^^ji^ 



(xi)5£ 
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5 (R 18 «ADy>^ t*VS, APyM^nT^Tfeck^CLjT^ 
(i) 5£ 



-o : . -O.-o^-oo. 



-c/tf -cm', -cfd. 



15 WLT^TfcJ^C^TJWl'g^-r) » 



10 
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(ii) 5£ 




WO 01/21169 



PCT/JP00/06376 



249 
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5 (iii) 5£ 



10 >"tf>^£, XHi-CHa-^^fS-CO-^:, Y'tt-CHj-tfctt-O- 
1 0 . tt:^^5£ 



C x _ 6 T)^)Vm. (v) -=6 / C ,.67^7 ^ / S$£:te (iv) C 6 

20 ^ ;X 2 ttCH, C-OH$fdiNI ; Y 2 ^**!^^ Any>H¥, AO 
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1 1 . tt&mtfi*. 




C^«f. R 20 tt(i-)7K*l^ J f : *fctt(ii)-C 1 - 6 T;W=i*'>-*;p3l?-;P7'5y^ 
5 ^S^LT^Tfei^C !_ 6 7JWS^ ; P 2 teC 1 . 3 7^1/>S^ ; X 3 



i 2 . {t&htfia 




10 C^^K R 21 «(i)5£ 





15 (^,-E 2 Ittl^l/3flOC 1 . t 7^3 + '>Sfl/TUTt)±^>'t?> 

R 22 tt(i)zK*M^ (ii)C 7 .„77;WH, (iii)3^;P^;PS, (iv)C 4 _ 6 
7fr*c)V - ti (v) C , _ 6 TJl^rJl £ W LT^T J: H C 6 _ x 4 7 U - 
;P-^j;U^-;i^SS^:«(vi) l-^>L4ffi^C- 1 _ 6 7;Wl'£WUTV>Tt>«fc 
20 ^C 6 _ a4 7U-;b-7Jl^z:;uS£ ; P 3 ttC 1 . 3 7MI/>I5 ; Q 3 «C t _ 
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13 . 

1- (5-75;-4, 4-y7iZjK>fJW - 4 - 7i- ;PtT^ >J : ^ 

5 3, 4-ybHD-6-^h+y-l' - (5 -757-4, 4-y7i- 
)V^y^)l) XtfD C^^^u>-2 (1H) , 2' -tf^Ui^>] i;£ite^ 

1- (5 -757 - 4 - (4 -7 h + ->7x-^) - 4 - 7 3L~)V^>?-)i> 

10 1- [5 -757 - 4, 4-tiX (4-^DD7x-Jl/) ^>^M -4- 

(4-7;i/^-D7oi-;i.) tr^ s?>*fctt*ott, 

3, 4-ytHP-6-/h^>-l' - (6-757-4, 4-y7i- 

;p^->;i/) xtfo c^-7^i/>-2 (ih) , 2' -tr^u^>] i^ra^- 

15 3, 4-5?fcFD-6. 7-5** 1 ' - (7-757-4, 4-5? 

7I-JK75 1 ;!/) *tfD C^-7^l^>-2 (1H) , 2' -fcT^U5?>] £ 

4, 4-y7xZJk 5 -*;R^75 7 - 1 - (4 -7i- ;Hf 5* 7 

20 l- (4- (4 -7;p^-o7oi— )V) tf^5>>- 1 ;io -5-*;W5 

;P75/-4, 4->?7oi-;i/^>5'>*7c.«^©^ 

4, 4->?7ai— 1 - (4-7x-;i/tf^^>^>- i nv) - 5 - ( 

b 5^7 5 7) ^>^>££:te^<D^ 
4, 4-^7xr;i/-l- C4- (2-/h + y7x-JW \L^zrVy-\ 
25 -5- (h~>;U75 7) "*>*>3;;fcfct-£-©Jfi, 

4- (4-^PD7i'JW -5-jJ^JU5;U75 7-4-7x-;i/- 1 - ( 
4-7xn;i/tf^»J>?7) ^>*>i;7tte^-tf>*^ 

4- (4-^007iZJ|,) - 5 -*jl/5;U7 5 7 - 4-7x^- 1 - ( 
4-7x- ;Hf^55?>- \.-^)V) s<><$r>$.tc\$^CDM. 
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4- (4-^DP7i^) -1- [4- (4-7MD7x-JW bf^7 

v>- i - 5 -*jr^75/ - 4 -:7x^;i/^>^>£*:«^-(E>i£ 

> 

4- (4-^DD7x-JW -1- (4- (^^x-^j^^) M^ 9 J> 
5 - 1 — f ;10 - 5-^5Jl/75 7 - 4 -73i-;U^>37>^fc«^CD^, 

5 -^$^75; - 4 - (4 h + i>-7ai-^) - 4-7x^- 1 - 
(4 - ^x-^tf^U y/) s<>?>-£rzlZ^<DM., 
4, 4 - t'X (4-^DD7i-JW -1- [4 - ( 4 - 7 )VJTU 7 x 

) \*u*?>- 1 ->r;w -5 - (*j^^7^y) ^>^>^^j«(d^ 
10 l - C4 - (4-7MP7i-JW tf^^> ? >- i --r;p] - 6 

l- C4- (4-^;i/^-p^x-;i/) bf^^^>- i — r;W -6-*;i/^ 

4, 4-^^x-;U-l- (4-7x-;i/hf^U> ? /3 -6- (hv;UT^ 

15 y) <\tt>$Lit\&t<om.. 

5- [4- (4-^DD7i-^) -4-th*P^ytf^'Jv/] - 1 
5- [4- (4-7MD7i^W t?^7>>>- 1 — OH - 1 

- 2, 2 -^:7x-;p^>^">££^<z>j&, 
20 i -*;i^;yr^ y - 5 - (4-t KD4 i >'-4-^xn;utr^u> ? y) - 

2, 2-y7i-JK>^>*fc^©l, 

5- [4- (4- h U ? ;M- □ y^i, 7 x :=.;!/) -4-t Ko^sytr^Uv 5 
y] - i -^;ua;uy^y- 2, 2 -> J ^x-;w^>^>*fc« j e©^ 

5- [4- [3, 5-k*X (h'J7;i/tP^m7iZJH -4-tKn 

25 ^tr^u^y] - i -*;i^;P7^y- 2, 2 -^y^-)V^>^>^.fzit 

5- [4- (3, 5-y^DD7iz;W - 4 - t H U*is tT^ U >V ] - 

i -*;p^;i.T^y- 2, 2 - y7i-jK>^>s^»-e©i > 

5- [4- (4-i?DD7i^) -1, 2, 3, 6-Th7kKDtf'Jy 
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>- 1 - 1 -*Jl=i)l7^y -2, 2->'7x-M>^>^^Sf 

(Dig, 

1 -fr)l^)l7^J -2, 2->*7i- )V- 5- (4-7i- ^kf^UvV 

5 5- [4- (4-t?nu7 3L-)V) fcf^u^y] - i -*;i^;wT^y-2 

7- [4- - 1 

;i/T ^ y - 4 , 4 - ^-T^-ji^-y^ >£7cte^-tf>i&, 

5- [4- (4 -^;^d^oi-;U) -4- t Ko + vtf^U V?/] -1- 
1 -^;P = ;i/T^y-5- [4-kFD+y-4- (4 -y. h^y7x"JI/ 

) tWJvV] -2, 2-> J ^i-;u^>^>*rctt : e<7)J^, 

l-*M^7$/-5- [4-fcHo^Fi>-4- (2-fcfUvUl/) fcWJ 

>v] -2, 2 -i?7x.~ ^^y^y^tM^cDm.. 

15 [4- (4-^DD7x-;W -4-th'D*y 

If^UvV] -2, 2->?7ai-;^>^>*7 v ct«(D^ 

1 -7th7tf;i/75/-5- [4- (4-i7DD7xZ;i/) -4-kH 
D^vtT^U^y] -2, 2 -y7x-JK>^>Jfc^Olv 
N — [5- [4- (4-^DD7x^) -4-t KD^vtf^'JvV] — 
20 2, ^-^x^K^P] X^;>>T5 F&X^;|/£fc{;^<D^ 

N— [5- [4- (4-^DU7x-JW -4-k Ka^fcf^UvV] - 
2, 2-^7^-;U^>^;U] Xi7-»T5 K^££J«(Di£, 

1- [5- [4- (4-7DD7x-Jl/) -4-kHD*y^'Jy/] - 
2, 2 -i/7x-;^>^;U] -3-X^-7l/7i;7cW:^<7m 
25 N — [5- [4- (4-7PP7X- )V) -4-t HD^y^'Jy;] .- 
2, 2-y*7x-M>^] ;*^>7Jl/*>7i= KSTcite^C^ 

7xZ^ N- [5- [4- (4-^D07xZJW -4-tHP+ytf^ 
•j^y] -2, 2 -iy7a:-;^>^H #;pa*;*- H £7cte^<£>&, 

l-7tfJl/75 7-5- [4- (4-^DD7x-JW -4-kKo+y 
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tr^'jv/] - 2-7x-ji/- 2 - (2-tfu> ? ;u) ^>^>££te-^<z>m, 

N- [5- [4- (4-^OD7x-J0 -4-t KD^tf^UvV] - 

N- [5- [4- (4-^PD7i-JW -4-t Ha^vtf^iJv'y] - 
5 2, 2-5/7x-;i/^>^jH 7Dt5 K^X^;U*fci«(^^ 

N- [5- [4- (4-i7DD7i-Jl/) - 
2, 2-y7i-JK>^W h^X^^7c«^(D^ 
^ > 2- ( (2, 2-5/ 7 x x;i/-5- (4- 7 x -)V tf ^ U yV)^ >^;P) T 5 / 

10 tert-7*^ 2-((2,2-5^7xI^-5-(4-7xX;i/tf^U5^y)^>3Sn/)7$ 

4,4-y7x-Jl/-7-(4-7x-Jl/^^'J vV)^ ~^^-)V7 5 >£fc te/^ 
N-(4,4-^^xx;p-7-(4-^xx;utf^'J>?y)^\y^;u)-4-^^;^>-tf>' 
7UU*>7^ K£7c:fcJ:^-<£>j&, 
15 N-(4,4-y7x- ;i/-7-(4-7xx;Utf^U> ? /)'\y^;WT-tr^^ H^7c:« 

torn. 

N-^ >>?;|/-N- (4, 4-5/ 7 x ~ ;W7- (4-7x^ tf ^ U 5/ 7 ) T ^ > 

N-(4, 4-y 7 xZ;V-7- (4-7 x " JHf ^ U ->V ) ^7"?;i/) -N- (3-^ h^5/^ 
20 >-J)V)7^y^Tz.\%^<Dm^ 

N- (4, 4-y7x ~)\,-7- (4- 7 x ~ )V If ^ 'J 5/ / ) 'N 7°^U) -N- (2-* h * 5>^ 

N- (4, 4-5? 7 x ~ Jl-7- (4- 7 x ~ )V hf ^ U 5? / ) 'S T^U) -N- (2- 7 ^ □ ^ 

25 N-(4,4-y7x X )l-7- (4- 7 x ~ )V tf ^ U J ) ^\ 7°^; W -2-ft7x>*^ 

n- (4, 4-v ^ x -;i/-7- (4-7 x tr^ Uyy) -2- 7 x x;PT-fe * 

N- (4, 4-5/ 7 x-j|/-7- (4- 7 x ~ ;U tf ^ U 5/7) ^7°^ -N- (2-^X ~ )V* 
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N-^ > v;i/-N- (4,4-y7i — ;l/-7- (4- 7 x tf ^ 'J 7 ) ^\ -N- ;* 
5 «<D^IJo 

i 5 . mmm^m • mmmT~&z>m&m 1 tzm<D#h 

16. ^W0J^JT'fe<5^^1IE®cO^Jo 
1 7. i£ 




T)v*r)vm& ; p 4 « c 1 _ 3 t;i^ v >m& x 5 it c 
1 8 . r 2 6 &7kmm^-?& zm&m 1 7 fB^^^^o 

20 y ) y x^;i/* ;p a** — h £ 

4- ^ P D ^ > $W 2-((2,2-y7i (4- 7 x — )X, fcf ^ U i? J ) ^ >^;U) 
3- ^ □ p ^ > *;;|, 2-((2,2-y7xZ;h5- (4- 7 x ~ )V hf^'J v 7 /)^ >^;i/) 
25. **>>>;P 2-(N-(2,2-> f ^x— ^-5-(4-7x-Jl/tf^'J^y)^>f;W-N-^f 
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^ > V)V 2- ( (5- (4- (3t 7 U ~7 jl - ;w fcf ^ u y ) -2, 2- >? 7 x - ; w< >^ 

;u)T^y)-2-^-^yx5 L ;i/^;uA^-h^/c«^©Ji» 

< > 2- ( (5- (4- (2- 7 nyx. -)V) 'J 5? y ) -2, 2->? 7 x - yj- 

5 ^>V)V 2-((5-(4-(2-y h^v'7x-;U)tf^Ui/y)-2 > 2->?^acx;i/^>5 1 
3-^ P □ ^ > 2-((2,2-b , X(4-^PD7x - ;0 -5- (4- 7 x ~ )V kf^ U 
20. ^ 




R 23 -COOH 
2 1. ^ 




20 r 32 -x 
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22. mjitmn&iSHDit&to&ttLTfczmm. 



23. S 




(lb) 



5 7;^M$ ; A 1 k 2 &£t£A 1 k 3 te, 

sfcuu i o m<Dj?mmmmm&& xhjch, c-oh^ijn$ ; p s & 

24. A 1 k 2 *3iD^A 1 k 3 ^|W|— £7cfc£g&^T, i;fcte/\D^> 
&£WbTtAT*>cfcv>C 1 _ 6 7;i'*l/>S£ ;R 29 «-hD, Any>fif 

, C,. 6 7W, tHD + 'X C 1 _ 6 7Jl0^r>^&J:tfCe-io7U--;t'J&>& 
S SMS £ W IT t^T *> cfc «/>0>C 6 _ 1 o T u «<D 

2 3ffi«©ft<&«&. 

25. R 2 9 #*B&g£WbT^T<fecfc^<>K-;i'-2-- -f ;i/T&£8t3£ 2 
3*fe«2 4 82«G><fr&«l. 

2 6. R 2 9 rt*/\Dy>HHS C,. 6 7MJK C ^T^zi^v&cfctft: K D 

25 saan* i £fcte2*@©g&g£WUT^Tfcj:tw>F-;i'-2 - 
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2 7. N-(2-((2,2-y7i-;H-(4-7x-;Hf^'Jyy)^>^)7$y)- 
N-(2-((2, 2-y7i^H-(4-7 xX;|/bf^U S?y)^>f;W75/)-2-t* 

yi^JW-i-^W > F-;u-2-#;i/#*+f-a Ffi&tt-E-oift, 

5 5-7 P P-N-(2-((2, 2-77 xXJP-5- (4-7 xX^tf^U >V )^>^;P) 7 ^ 

j )-2-^yif;w^f > f-;p-2-#;m^i*- ^ F*fc«ME-©*, 

N-(2-((2, 2-1:7. (4-7 P P7i-;W-5-(4-7x^^'J >>/)^>3\U0 T 

^ y)^2-*+yif;W'f >F— F 

N - (2- ( (2 , 2- fcf X (4-7 P P 7 x ZL) V) -5- (4- 7 x X jl, fc?^ »J V 7 ) ^ T 

io ^ y)-2-^vx^;W-5-^pp-r >F— ;w-2-^;u#^+i-a F^^i«<^m. 

N- (2- ( (2, 2- fc: 7 (HDD7i XJU) -5- (4-7 x XJW fcf^ 'J V 7 ) ^ >^;U) 7 

^ y)-2-t*yi^w-i-/^M > F-;b-2-^j;i/#^it5 fs^«^-<d^> 

N- (2- ( (2, 2- k*7 (4-7 P P 7x-JW -5- (4-7irjl, >J / ) ^ >^;P) T 

^ y)-2-^yx^;u)-5-^;u^-P-r > F— ;i/-2-;fr;M^-tJ-^ F££:te^-<D 

1 5 «!^L\ 

n- (2- ( (2, 2- if x (hud7i x;u) -5- (4-7 x x;u t?^ u y ) ^ >^;w t 
^ y)-2-t^yxfjw-5-^ > f— ;p-2-#;p#*u-5 F£fcte-e-<£> 

N-(2-((2,2-k'7(4-i7PD7x X )V> -5- (4-7 x X )V tf ^ U ^ J ) ^ >^;W) 7 

20 ^ y)-2-^yx^)-5-t hp*w > F-;i/-2-#;M^it ^ F^/ite^ 

N- (2- ( (5- (4- (2-7 JW:* P 7 xx;i/) fc?^ U ) -2, 2-7 7x'JK >^)l) T 

=• y)-2-^yifjw-f> F-;p-2-^;i/^^-y-^ F£fc 

N - (2- ( (5- (4- (2- 7;i/^- P 7 x-Jl/) tf^ >J V J ) -2, 2-y'7x-M >^-)V) T 
25 ^ 7)-2-^+vx^;i/)-i-y^F;p-i' > F-^-2-#;i/#*i^ F£7c:te^-(E>&, 
5-7 P P-N-(2-((5-(4-(2-7MP7xZ;W M ^'J )-2, 2-77iXJK 

>^;u) t ^ / ) -2-** y x^;w -1 > f -;i/-2-# a F * fc 

5-7 P P-N- (2-( (5- (4- (2-7;i^ P 7 xX;W t!^ 'J v/ )-2, 2-y7x x;U^ 
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N-(2-((2, (4-^7 d □ 7xZJW-5-(4-(2-7^ta 7xZJW tf^ U >V 

) >^;u) r ^ j ) -2-^ v x^;i/) -5- 7)i* d > h -ji-z-x jv^v- j= 

5 N- (2- ( (2, 2- t*X (4-^7 □ o 7i-JW -5- (4- (2-:7 JM" D 7 x ~ )V) tf^ 'J 7 

)^>fJW7$y)-2-^vim-5-^ h^>-f > K-;w-2-:fr;p#*+h^ 

N- (2- ( (2, 2- h: 7. (4-7 UU 7 x~)V) -5- (4- (2-^;U^- D 7 x ~ )V) 

) ^ >^jv) t ^ / ) -2-^-^ vx^jw -r > K -;i/-2-^3 5. k * tcitto) 

10 

N- (2- ( (2, 2- fc*X (4-7 )V* P7i x;U) -5- (4- 7 jc - ;U tf^ U S> 7 ) ^>^)U) 

y )-2-^yx5 1 ;u)-r > H-;w-2-#;i/#*+»-i$ K^/ite^cDm, 

N- (2- ( (2, 2- t?X (4- D 7 x. -5- (4-7 x — ;u tr^ u *? J ) ^ >^;w) 

75y)-2-t+yi^w-5-^ p d-t > K-;u-2-^;u#^-^a KScfete^-© 

1 5 ^£^> 

N-(2-((2,2-ex(4-'7;i/^-D73i-;|/)-5-(4-(2-7 h + y7x^P) tf^U S> 
N-(2-((2,2-t:X(4-7;P^-a7ain;i/)-5-(4-(2-y h^~>7xz:;i,) tf^'J 5? 

20 y ) ^ 7 5/ ) -2- 1 + v x?;!/) □ a-i > H-;i^-2-^;p^^if^ 

N- (2- ( (2 f 2- fcf X (4-7)1* □ 7 x ~ )V) -5- (4- (2- 7 )V* U 7 x tT^ U >? 

y)^>f;W75;)-2-t+yx5 1 ;W'f> ^—)V-2-ti)V^^r^ h*^^t« 

25 

N- (2- ( (2, 2- 1: X (4-7)1* U 7 x ~)V) -5- (4- (2-7 )V* U 7 xZL)V) t!^ U =S 

j ) ^ y^-M t%j) -i-** vi^w -5-^ DD-f > f -;u-2-^j ^ 

2 8 . 3£ 
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R 29 -A 1 k 3 -COOH 

29. »^2 3um<Dit&w*^m^-ct£2>mmo 

30. ^ 




7)l*)im& ; R 3 0 tt7K^^, c : _ 6 T;p+;p*^feti7\Dy >ib^nT 

£^C 1 _ 6 7)l'Jrl'>m$: ; A l k 2 :fccJ;tf A l k 3 «u SfcteM&oT, 

15 S£WL-TVvrfc t fc^C 6 _ 10 7U--;l'g£ ; X 2 «CH, C-OHSfcliN^ 
; P^itfQ^il^-tfcTOoTCi.eT^l/^^ ; Y 6 , Y 7 *3<fctX 

20 3i. a i k^oy>gf , tHn+->, T^y*5«fctKc 6 _ 10 TU-;^e 

^^>^^jl^n^S^SS:WbTViT i b«±:^C 1 _ 6 T;U^W>S^ ; A 1 k 2 
:fe<fctf A 1 ka^-Sfcteg&oT. ifc[i/\oy>gf, t Ho + 
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&tL,T^T'biViC 6 . 10 7 l J-;HT^5i^3 0 lEfS©^^. 

3 2. N- (2- ((2- ((2,2-^7 01— ;h5-(4-7x- Jl/fcf^'J >V)^>3S>U)T^ 

5 /)-2-^yi^)7$y)-2-^yx^)-2, 2, 2- h g 7 jm-o-n-:7 x- 

2-T— U y -N- (2- ( (2, 2-3? 7 ac —^-5- (4-7x~;U tf ^ U 7 ) 7 5 

2- ( ( > ^i/T ^ / ) # ;u) x ^ / ) -n- (2, 2- 7 x. -ji-s- (4- 7*.-)u 
10 tr^y>v)^>^;W7-fe^5 H*fc«^<z)Mo 



15 (1) A 1 k 2 ^a^SSrWbTV>T : tJ:ViC 1 _ 6 y;U^l/>ScD*-&«> 5£ 
R 31 -A 1 k 3 -NR 30 -A 1 k 2 -COOH 

(2) A 1 k 2 7&^-&#©^«, 5£ 
20 R 31 -A 1 k 3 -NR 30 -CO-X R 3l -Alk 3 -NCO 

mm* 

25 3 5. m%LWimzttl,T. 5£ 



33. ^ 
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(0)j 




R 2 *3ck^R 4 «^n^tl(i)7K^^> (ii)B&S£WLT^T&J:^7;M=- 
3 6. ^^n^m^l/^^ta^J^mitT^fcfecD^ 



(0) j 




15 C^4>> Ar 1 43<t^Ar 2 i«tl^n«^SSrWL'T^T : fecfc^^S^^ > 

<w&m&mvx^xb&^2ffimmmmik*mmz, 
Lx^x*>£^m<k7kmm&. 
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SEQUENCE LISTING . 
<110> Takeda Chemical Industries, Ltd. 



<120> 


MCH Receptor Antagonist 


<130> 


Case2651 


<150> 


JP 11-266278 


<151> 


1999-09-20 


<150> 


JP 2000-221055 


<151> 


2000-07-17 


<160> 


16 


<210> 


1 


<211> 


32 


<212> 


DNA 


<213> 


Artificial Sequence 


<220> 




<223> 




<400> 


1 



GTCGACATGG ATCTGCAAAC CTCGTTGCTG TG 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

ACTAGTTCAG GTGCCTTTGC TTTCTGTCCT CT 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

1 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met Pro Ser Val Phe Gly 

35 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 - 



# 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260. 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
- <400> 4 

GTCGACATGG ATCTGCAAAC CTCGTTGCTG TCCACTGGCC CCAATGCCAG CAACATCTCC 60 
GATGGCCAGG ATAATCTCAC ATTGCCGGGG TCACCTCCTC GCACAGGGAG TGTCTCCTAC 120 
ATCAACATCA TTATGCCTTC CGTGTTTGGT ACCATCTGTC TCCTGGGCAT CGTGGGAAAC 180 
TCCACGGTCA TCTTTGCTGT GGTGAAGAAG TCCAAGCTAC ACTGGTGCAG CAACGTCCCC 240 
GACATCTTCA TCATCAACCT CTCTGTGGTG GATCTGCTCT TCCTGCTGGG CATGCCTTTC 300 
ATGATCCACC AGCTCATGGG GAACGGCGTC TGGCACTTTG GGGAAACCAT GTGCACCCTC 360 
ATCACAGCCA TGGACGCCAA CAGTCAGTTC ACTAGCACCT ACATCCTGAC TGCCATGACC 420 
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ATTGACCGCT ACTTGGCCAC CGTCCACCCC ATCTCCTCCA CCAAGTTCCG GAAGCCCTCC 480 
ATGGCCACCC TGGTGATCTG CCTCCTGTGG GCGCTCTCCT TCATCAGTAT CACCCCTGTG 540 
TGGCTCTACG CCAGGCTCAT TCCCTTCCCA GGGGGTGCTG TGGGCTGTGG CATCCGCCTG 600 
CCAAACCCGG ACACTGACCT CTACTGGTTC ACTCTGTACC AGTTTTTCCT GGCCTTTGCC 660 
CTTCCGTTTG TGGTCATTAC CGCCGCATAC GTGAAAATAC TACAGCGCAT GACGTCTTCG 720 
GTGGCCCCAG CCTCCCAACG CAGCATCCGG CTTCGGACAA AGAGGGTGAC CCGCACGGCC 780 
ATTGCCATCT GTCTGGTCTT CTTTGTGTGC TGGGCACCCT ACTATGTGCT GCAGCTGACC 840 
CAGCTGTCCA TCAGCCGCCC GACCCTCACG TTTGTCTACT TGTACAACGC GGCCATCAGC 900 
TTGGGCTATG CTAACAGCTG CCTGAACCCC TTTGTGTACA TAGTGCTCTG TGAGACCTTT 960 
CGAAAACGCT TGGTGTTGTC AGTGAAGCCT GCAGCCCAGG GGCAGCTCCG CACGGTCAGC 1020 
AACGCTCAGA CAGGTGATGA GGAGAGGACA GAAAGCAAAG GCACCTGAAC TAGT 1074 
<210> 5 
<211> 262 
<212> RNA 
<213> Rat 
<400> 5 

GCGAAUUGGG UACCGGGCCC CCCCUCGAGG UCGACGGUAU CGAUAAGCUU GAUAUCGAAU 60 
UCCUGCAGCC CGGGGGAUCC GCCCACUAGU UCAGGUGCCU UUGCUUUCUG UCCUCUCCUC 120 
AUCAGCUGUC UGAGCGUUGC UGACCGUGCG GAGCUGCCCC UGGGCUGCAG GCUUCACUGA 180 
CAACACCAAG CGUUUUCGAA AGGUCUCACA GAGCACUAUG UACACAAAGG GGUUCAGGCA 240 
GCUGUUAGCA UAGCCCAAGC UG 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

CAACAGCTGC CTCAACCC 18 . 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

CCTGGTGATC TGCCTCCT 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

TAGGTGATGT CAGTGGGAGC CATGAAGAAG 
GGCAGCGGCT GCCAGGCTAC GGAGGAAGAC 
GGACAAGGTG GCAGGCGCTG GAGGCTGCCG 
CGGTTGTGGG AGCAGGCGAC CGGCACTGGC 
ACTGGTCCCA ACGCCAGCAA CACCTCTGAT 
CCTCCTCGCA CGGGGAGCAT CTCCTACATC 
ATCTGCCTCC TGGGCATCAT CGGGAACTCC 
AAGCTGCACT GGTGCAACAA CGTCCCCGAC 
CTCCTCTTTC TCCTGGGCAT GCCCTTCATG 
CACTTTGGGG AGACCATGTG CACCCTCATC 
AGCACCTACA TCCTGACCGC CATGGCCATT 
TCTTCCACGA AGTTCCGGAA GCCCTCTGTG 
CTCTCCTTCA TCAGCATCAC CCCTGTGTGG 
GGTGCAGTGG GCTGCGGCAT ACGCCTGCCC 
CTGTACCAGT TTTTCCTGGC CTTTGCCCTG 
AGGATCCTGC AGCGCATGAC GTCCTCAGTG 
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GGAGTGGGGA 


GGGCAGTTGG 


GCTTGGAGGC 


60 


CCCCTTCCCA 


ACTGCGGGGC 


TTGCGCTCCG 


120 


CAGCCTGCGT 


GGGTGGAGGG 


GAGCTCAGCT 


180 


TGGATGGACC 


TGGAAGCCTC 


GCTGCTGCCC 


240 


GGCCCCGATA 


ACCTCACTTC 


GGCAGGATCA 


300 


AACATCATCA 


TGCCTTCGGT 


GTTCGGCACC 


360 


ACGGTCATCT 


TCGCGGTCGT 


GAAGAAGTCC 


420 


ATCTTCATCA 


TCAACCTCTC 


GGTAGTAGAT 


480 


ATCCACCAGC 


TCATGGGCAA 


TGGGGTGTGG 


540 


ACGGCCATGG 


ATGCCAATAG 


TCAGTTCACC 


600 


GACCGCTACC 


TGGCCACTGT 


CCACCCCATC 


660 


GCCACCCTGG 


TGATCTGCCT 


CCTGTGGGCC 


720 


CTGTATGCCA 


GACTCATCCC 


CTTCCCAGGA 


780 


AACCCAGACA 


CTGACCTCTA 


CTGGTTCACC 


840 


CCTTTTGTGG 


TCATCACAGC 


CGCATACGTG 


900 


GCCCCCGCCT 


CCCAGCGCAG 


CATCCGGCTG 


960 
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CGGACAAAGA GGGTGACCCG CACAGCCATC GCCATCTGTC TGGTCTTCTT TGTGTGCTGG 1020 
GCACCCTACT ATGTGCTACA GCTGACCCAG TTGTCCATCA GCCGCCCGAC CCTCACCTTT 1080 
GTCTACTTAT ACAATGCGGC CATCAGCTTG GGCTATGCCA ACAGCTGCCT CAACCCCTTT 1140 
GTGTACATCG TGCTCTGTGA GACGTTCCGC AAACGCTTGG TCCTGTCGGT GAAGCCTGCA 1200 
GCCCAGGGGC AGCTTCGCGC TGTCAGCAAC GCTCAGACGG CTGACGAGGA GAGGACAGAA 1260 
AGCAAAGGCA CCTGA 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 

1 5 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 . 140 
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Asn Val Pro Asp lie Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 ■ 

Phe Leu Leu Gly MeT Pro' Phe MeT lie His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

GTCGACATGG ACCTGGAAGC CTCGCTGCTG C 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

ACTAGTTCAG GTGCCTTTGC TTTCTGTCCT C 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

AGTCGACATG TCAGTGGGAG CCATGAAGAA GGG 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

AACTAGTTCA GGTGCCTTTG CTTTCTGTCC TCT 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 



GTCGACATGG 


ACCTGGAAGC 


CTCGCTGCTG 


CCCACTGGTC 


CCAACGCCAG 


CAACACCTCT 


60 


GATGGCCCCG 


ATAACCTCAC 


TTCGGCAGGA 


TCACCTCCTC 


GCACGGGGAG 


CATCTCCTAC 


120 


ATCAACATCA 


TCATGCCTTC 


GGTGTTCGGC 


ACCATCTGCC 


TCCTGGGCAT 


CATCGGGAAC 


180 


TCCACGGTCA 


TCTTCGCGGT 


CGTGAAGAAG 


TCCAAGCTGC 


ACTGGTGCAA 


CAACGTCCCC 


240 


GACATCTTCA 


TCATCAACCT 


CTCGGTAGTA 


GATCTCCTCT 


TTCTCCTGGG 


CATGCCCTTC 


300 


ATGATCCACC 


AGCTCATGGG 


CAATGGGGTG 


TGGCACTTTG 


GGGAGACCAT 


GTGCACCCTC 


360 


ATCACGGCCA 


TGGATGCCAA 


TAGTCAGTTC 


ACCAGCACCT 


ACATCCTGAC 


CGCCATGGCC 


420 


ATTGACCGCT 


ACCTGGCCAC 


TGTCCACCCC 


ATCTCTTCCA 


CGAAGTTCCG 


GAAGCCCTCT 


480 


GTGGCCACCC 


TGGTGATCTG 


CCTCCTGTGG 


GCCCTCTCCT 


TCATCAGCAT 


CACCCCTGTG 


540 


TGGCTGTATG 


CCAGACTCAT 


CCCCTTCCCA 


GGAGGTGCAG 


TGGGCTGCGG 


CATACGCCTG 


600 


CCCAACCCAG 


ACACTGACCT 


CTACTGGTTC 


ACCCTGTACC 


AGTTTTTCCT 


GGCCTTTGCC 


660 


CTGCCTTTTG 


TGGTGATCAC 


AGCCGCATAC 


GTGAGGATCC 


TGCAGCGCAT 


GACGTCCTCA 


720 


GTGGCCCCCG 


CCTCCCAGCG 


CAGCATCCGG 


CTGCGGACAA 


AGAGGGTGAC 


CCGCACAGCC 


780 


ATCGCCATCT 


GTCTGGTCTT 


CTTTGTGTGC 


TGGGCACCCT 


ACTATGTGCT 


ACAGCTGACC 


840 
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CAGTTGTCCA TCAGCCGCCC GACCCTCACC TTTGTCTACT TATACAATGC GGCCATCAGC 900 
TTGGGCTATG CCAACAGCTG CCTCAACCCC TTTGTGTACA TCGTGCTCTG TGAGACGTTC 960 
CGCAAACGCT TGGTCCTGTC GGTGAAGCCT GCAGCCCAGG GGCAGCTTCG CGCTGTCAGC 1020 
AACGCTCAGA CGGCTGACGA GGAGAGGACA GAAAGCAAAG GCACCTGAAC TAGT 1074 
<2I0> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 



AGTCGACATG 


TCAGTGGGAG 


CCATGAAGAA 


GGGAGTGGGG 


AGGGCAGTTG 


GGCTTGGAGG 


60 


CGGCAGCGGC 


TGCCAGGCTA 


CGGAGGAAGA 


CCCCCTTCCC 


AACTGCGGGG 


CTTGCGCTCC 


120 


GGGACAAGGT 


GGCAGGCGCT 


GGAGGCTGCC 


GCAGCCTGCG 


TGGGTGGAGG 


GGAGCTCAGC 


180 


TCGGTTGTGG 


GAGCAGGCGA 


CCGGCACTGG 


CTGGATGGAC 


CTGGAAGCCT 


CGCTGCTGCC 


240 


CACTGGTCCC 


AACGCCAGCA 


ACACCTCTGA 


TGGCCCCGAT 


AACCTCACTT 


CGGCAGGATC 


300 


ACCTCCTCGC 


ACGGGGAGCA 


TCTCCTACAT 


CAACATCATC 


ATGCCTTCGG 


TGTTCGGCAC 


360 


CATfTGrrTr 

vA I \j 1 Uvv 1 v> 


fTGGGPATfA 




rAPRGTf AIT 


TTCGCGGTCG 


TGAAGAAGTC 




CAAGCTGCAC 


TGGTGCAACA 


ACGTCCCCGA 


CATCTTCATC 


ATCAACCTCT 


CGGTAGTAGA 


480 


TCTCCTCTTT 


CTCCTGGGCA 


TGCCCTTCAT 


GATCCACCAG 


CTCATGGGCA 


ATGGGGTGTG 


540 


GCACTTTGGG 


GAGACCATGT 


GCACCCTCAT 


CACGGCCATG 


GATGCCAATA 


GTCAGTTCAC 


600 


CAGCACCTAC 


ATCCTGACCG 


CCATGGCCAT 


TGACCGCTAC 


CTGGCCACTG 


TCCACCCCAT 


660 


CTCTTCCACG 


AAGTTCCGGA 


AGCCCTCTGT 


GGCCACCCTG 


GTGATCTGCC 


TCCTGTGGGC 


720 


CCTCTCCTTC 


ATCAGCATCA 


CCCCTGTGTG 


GCTGTATGCC 


AGACTCATCC 


CCTTCCCAGG 


780 


AGGTGCAGTG 


GGCTGCGGCA 


TACGCCTGCC 


CAACCCAGAC 


ACTGACCTCT 


ACTGGTTCAC 


840 


CCTGTACCAG 


TTTTTCCTGG 


CCTTTGCCCT 


GCCTTTTGTG 


GTCATCACAG 


CCGCATACGT 


900 


GAGGATCCTG 


CAGCGCATGA 


CGTCCTCAGT 


GGCCCCCGCC 


TCCCAGCGCA 


GCATCCGGCT 


960 


GCGGACAAAG 


AGGGTGACCC 


GCACAGCCAT 


CGCCATCTGT 


CTGGTCTTCT TTGTGTGCTG 


1020 


GGCACCCTAC 


TATGTGCTAC 


AGCTGACCCA 


GTTGTCCATC 


AGCCGCCCGA CCCTCACCTT 


1080 


TGTCTACTTA 


TACAATGCGG 


CCATCAGCTT 


GGGCTATGCC 


AACAGCTGCC TCAACCCCTT 


1140 


TGTGTACATC 


GTGCTCTGTG 


AGACGTTCCG 


CAAACGCTTG 


GTCCTGTCGG TGAAGCCTGC 


1200 
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AGCCCAGGGG CAGCTTCGCG CTGTCAGCAA CGCTCAGACG GCTGACGAGG AGAGGACAGA 1260 

AAGCAAAGGC ACCTGAACTA GTT 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

CAAAAGCUGG AGCUCCACCG CGGUGGCGGC CGCUCUAGCC CACUAGUUCA GGUGCCUUUG 60 
CUUUCUGUCC UCUCCUCGUC AGCCGUCUGA GCGUUGCUGA CAGCGCGAAG CUGCCCCUGG 120 
GCUGCAGGCU UCACCGACAG GACCAAGCGU UUGCGGAACG UCUCACAGAG CACGAUGUAC 180 
ACAAAGGGGU UGAGGCAGCU GUUGGCAUAG CCCAAGCUGA UGGCCGCAUU GUAUAAGUAG 240 
ACAAAGGUGA GGGUCGGGCG GCUGAUGGAC AACUGGGUCA GCUGUAGCAC AUAGUAGGGU 300 
GCCCAGCACA CAAAGAAGAC CAGACAGAUG GCGAUGGCUG UGCGGGUCAC CCUCUUUGUC 360 
GGCAGCCGGA UGCUGCGCUG GGAGGCGGGG GCCACUGAGG ACGUCAUGCG CUGCAGGAUC 420 
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